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Cardiovascular Disorders 





Management of peripheral arterial disease in the elderly 
Wilbert S. Aronow, MD 

Peripheral arterial disease (PAD) in the elderly can be: 1) asymptomatic, 2) 
associated with intermittent claudication, or 3) cause critical limb ischemia. 
Persons with PAD are at increased risk for all-cause mortality, cardiovascular 
mortality, and mortality from coronary artery disease (CAD). Antiplatelet drugs 
(eg, aspirin, clopidogrel, angiotensin-converting enzyme [ACE] inhibitors, statins) 
should be given to all persons with PAD. Beta blockers should be given if CAD is 
present. Exercise rehabilitation programs and cilostazol lengthen exercise time 
until leg pain develops 


Psychiatric Consultant 


Implications for primary care practice 
Bradley Karlin, PhD ¢ Jon D. Fuller, MD, AGSF 


Greater attention to the mental health needs of older adults is critical in light of 
recent research documenting substantial undertreatment of mental health problems 
in late life. As often the first and only point of professional contact for mentally ill 
older adults, primary care physicians have an important and unique role in reducing 
enduring unmet mental health needs in late life. This article reviews the current 
19 Peripheral arterial disease state of geriatric mental health care delivery and provides valuable information and 
Cover illustration by Alexandra Baker resources for use in clinical practice to increase and enhance primary care 
detection, treatment, and referral of psychological problems in older patients. 
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Start and stay with nonscheduled Rozerem— 
ZERO evidence of abuse or dependence 
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; Clinical studies show no Pte ates 
of potential abuse, dependence, or withdrawal* 


¢ First and only—nonscheduled prescription 

- insomnia medication..:not a controlled 
substance and approved for long-term use’ 

¢ First and only—prescription insomnia medication 
that targets the normal sleep-wake cycle’ 

° First and only—prescription insomnia medication 
with.no evidence of abuse potential in 
clinical studies' 

* First and only—prescription insomnia medication 
that does not promote sleep by CNS depression’ 

¢ Promote sleep with Rozerem— patients who 
took Rozerem fell asleep faster than those who 
ivere) @elt-la-lele} 


¢ One simple 8-mg dose’ 


| *Rozerem is not a controlled substance. A clinical abuse liability study 
showed no differences indicative of abuse potential between Rozerem 

} and placebo at doses up to 20 times the recommended dose (N=14). 

i Three 35-day insomnia studies showed no evidence of rebound insomnia 
| or withdrawal symptoms with Rozerem compared to placebo (N=2082).'7 


Please visit www.rozerem.com 


Rozerem is indicated for the treatment of insomnia 
characterized.by difficulty with sleep onset. Rozerem can 
be prescribed for long-term use. Rozerem should not be 
used in patients with hypersensitivity to any components 
of the formulation, severe hepatic impairment, or in 
combination with fluvoxamine. Failure of insomnia to remit 
after a reasonable period of time should be medically 
evaluated, as this may be the-result of an unrecognized 
underlying medical disorder. Hypnotics should be 
administered with caution to patients exhibiting signs and 
symptoms of depression. Rozerem has not been studied in 
patients with severe sleep apnea, severe COPD, or in 
children or adolescents. The effects in these populations 
are unknown. Avoid taking Rozerem with alcohol. Rozerem 
has been associated with decreased testosterone levels 
and increased prolactin levels. Health professionals should 
be mindful of any unexplained symptoms possibly - 
associated with such changes in these hormone levels. 
Rozerem should not be taken with or immediately after a - 
high-fat meal. Rozerem should be taken within 30 minutes 
before going to bed and activities confined to preparing | 
for bed. The most common adverse events seen with 
Rozerem that had at least a 2% incidence difference from 
placebo were somnalence, dizziness, and fatigue. 


Please see adjacent Brief Summary of Prescribing Information. 


-© Rozerem. 


Proven ies nice 
Nonscheduled for added safety. 


Rozerem~ is a trademark of Takeda Pharmaceistical Company Limited and used under license by Takeda Pharmaceuticals North America, Inc. 
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~ Adverse Reactions Resulting in Discontinuation of Treatment 


Phase 1-3 trials 


ROZEREM Most Commonly Observed Adverse Events in 


DRUG ABUSE AND DEPENDENCE 


Data: See the CLINICAL TRIALS section, Studies Pertinent to 
Concerns for Sleep-Promoting Agents in the Complete Prescribing 
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Better Medicine for Midlife and Beyond 


Information for Authors 


General Information 


GERIATRICS is a monthly medical 
journal for primary care physicians 
and geriatricians whose patients 
include midlife and older adults. 


The mission of GERIATRICS is to pro- 
vide our 74,000 physician readers 
with clinical tools they can use in 
their practices today to provide 
quality care for patients age 50 and 
older in the community and long- 
term care setting. GERIATRICS is 
peer-reviewed and listed in Index 
Medicus and Current Contents. 


The editors of GERIATRICS seek 
review-style articles by MD or DO 
authors relating to the care of 
patients age 50 and older. We do 
not publish original research. 


Manuscripts should be written in a 
conversational style and target the 
practical day-to-day needs of office- 
based primary care physicians. All 
authors must disclose any affilia- 
tions with, financial interest in, or 
editorial assistance received from 
any organization or entity with a 
financial interest in the subject mat- 
ter of a submitted manuscript. 


At least one author must be of 
assistant professor ranking or high- 
er. Resident, fellow, instructor, and 
practicing physician co-authors are 
welcome. Provide full names and 
principal academic titles of all 
authors, and the address, e-mail, 
phone, and fax of the contact author. 


Format 


Acceptable manuscripts are typed, 
double-spaced, and 2,000 words (8 
to 10 pages). Include an abstract of 
about 125 words summarizing the 
main points of the article. Tables 
and figures should be prepared on 
separate pages at the end of the 
manuscript. Online article submis- 
sion is encouraged. 


Send articles to Stephanie Davis at 
sdavis@advanstar.com. Otherwise, 
submit two copies of the article and 


all illustrative materials on paper and 
a CD or 3-1/2-inch computer disk. 


References 


Limit references to 20 citations. Cite 
references in the text in numerical 
sequence. Please follow AMA style. 
Type all references on a separate 
sheet. 


Illustrative Materials 


Photos, graphs, charts, and tables are 
encouraged, especially color photos 
of clinical entities being discussed. 
Photos must be identified with the 
author's name and the top indicated. 


Authors are not charged for illustra- 
tions published with their papers; art 
selection is determined by the editor. 
lllustrative material must be keyed to 
the text; type legends on a separate 
sheet and number legends to corre- 
spond with figures. 


Resolution for electronic, illustrative 
files submitted to Geriatrics intended 
for print reproduction should be at 
least 300 dpi and 2.5 inches wide. 


Manuscript Acceptance 


Manuscripts are considered for 
acceptance only if contributed solely 
to GERIATRICS, Editorial Department, 
7500 Old Oak Bivd., Cleveland, Ohio 
44130. 


Articles not recommended for accept- 
ance during the peer review process 
are returned to the author. Galley 
proofs of the edited version of 
accepted manuscripts are sent to 
authors for approval prior to publica- 
tion. On acceptance, authors will be 
asked to sign a copyright statement. 


Reprints 

Each author receives one compili- 
mentary copy of the issue in which 
the article is published. 


Reprints may be purchased from 
Reprints, Advanstar 
Communications, 7500 Old Oak 
Bivd., Cleveland, OH 44130. 


Checklist for Article Submission 


_ Cover letter with financial 
interest disclaimer and 
statement of exclusive 
submission. 


Two copies of the manuscript 
and of any tables or figures 


If sending via mail, CD or 
computer disk containing the 
manuscript in Microsoft Word 
or ASCII 


Title page 


Author page, listing full names 
and credentials of each author 
and indicating contact author 


Abstract 

Article text 

References 

Tables & figures, with captions 


Permission to reproduce any 
previously published material 





Address Manuscripts 

and Other Submissions to: 
Stephanie Davis 

Managing Editor 

Geriatrics, Editorial Department 
7500 Old Oak Bivd. 

Cleveland, OH 44130-3369 


For inquiries: 

Phone: 440-891-2657 

Fax: 440-891-2735 

E-mail: sdavis@advanstar.com 
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Folic acid can reduce risk of heart disease 
Lower systolic BP in patients with HF could mean higher risk of death 
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ISTIPATION 


Reliet 


takes a different direction 


e Up to 71% of patients achieved normal bowel function (>3 SBMs* per week)" 
e Proven long-term safety profile demonstrated in 6-month and 12-month safety studies? 


e The ONLY agent approved for adults with chronic idiopathic constipation that includes 
those 65 years and older 


 AMITIZA is indicated for the treatment of chronic idiopathic constipation in the adult population. 


e AMITIZA should not be used in patients with a known hypersensitivity to any components of the formulation 
and in patients with a history of mechanical gastrointestinal obstruction. Patients with symptoms suggestive 
of mechanical gastrointestinal obstruction should be evaluated prior to initiating AMITIZA treatment. 


e The safety of AMITIZA in pregnancy has not been evaluated in humans. In guinea pigs, lubiprostone has 
been shown to have the potential to cause fetal loss. AMITIZA should be used during pregnancy only if the 
benefit justifies the potential risk to the fetus. Women who could become pregnant should have a negative 
pregnancy test prior to beginning therapy with AMITIZA and should be capable of complying with effective 
contraceptive measures. 


e AMITIZA should not be administered to patients that have severe diarrhea. Patients should be aware of the 


possible occurrence of diarrhea during treatment. If the diarrhea becomes severe, patients should consult 
their health professional. 


e In clinical trials, the most common adverse event was nausea (31%). Other adverse events (>5% of 
patients) included diarrhea (13%), headache (13%), abdomuiial distention (7%), abdominal pain (7%), 
flatulence (6%), sinusitis (5%) and vomiting (5%) 5 @ 


rrYyii a 
Relief is defined as 23 SBMs per week. tear L p oe 
Please see Brief Summary of Prescribing Information on adjacent page. . 

“Spontaneous bowel movements. | U D | D [0 Sto n eC 
tIn 4-week Clinical studies. Placebo: 44%-53%. 


References: 1. Data on file, Sucampo Pharmaceuticals, inc. 2. AMITIZA [package insert]. Bethesda, Md: 
Sucampo Pharmaceuticals, Inc.; 2006. 


©2006 Takeda Pharmaceuticals North America, Inc. LUB-00424 Printed in U.S.A. www.amitiza.com 





AMITIZA™ 


(lubiprostone) soft gelatin capsules 


SUCAMPO 





BRIEF SUMMARY OF PRESCRIBING INFORMATION- 
Please see package insert for complete prescribing information 
720-03565 

AMITIZA™ 

(lubiprostone) 

Soft Gelatin Capsules 


INDICATIONS AND USAGE 
AMITIZA™ is indicated for the treatment of chronic idiopathic 
constipation in the adult population 


CONTRAINDICATIONS 

AMITIZA™ is contraindicated in those patients with a known 
hypersensitivity to the drug or any of its excipients, and in patients 
with a history of mechanical gastrointestinal obstruction 


WARNINGS 

Patients with symptoms suggestive of mechanical gas- 
trointestinal obstruction should be evaluated prior to 
initiating AMITIZA™ treatment 


The safety of AMITIZA™ in pregnancy has not been evaluated 
in humans. In guinea pigs, lubiprostone has been shown 
to have the potential to cause fetal loss. AMITIZA™ 
should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. Women who could 
become pregnant should have a negative pregnancy test 
prior to beginning therapy with AMITIZA™ and should be 
capable of complying with effective contraceptive measures (See 
Teratogenic Effects: Pregnancy Category C). 


PRECAUTIONS 

Patient Information: 

AMITIZA™ may cause nausea. If this occurs, concomitant 
administration of food with AMITIZA™ may reduce symp- 
toms of nausea. AMITIZA™ should not be administered to 
patients that have severe diarrhea. Patients should be 
aware of the possible occurrence of diarrhea during treat- 
ment. If the diarrhea becomes severe consult your physician 


Drug Interactions: 

Based upon the results of in vitro human microsome studies 
there is low likelihood of drug—drug interactions. /n vitro studies 
using human liver microsomes indicate that cytochrome P450 
isoenzymes are not involved in the metabolism of lubiprostone. 
Further in vitro studies indicate microsomal carbony! 
reductase may be involved in the extensive biotransformation 
of lubiprostone to M3. Additionally, in vitro studies in 
human liver microsomes demonstrate that lubiprostone does 
not inhibit cytochrome P450 isoforms 3A4, 2D6, 1A2, 2A6, 
2B6, 2C9, 2019, or 2E1, and in vitro studies in primary cultures 
of human hepatocytes show no induction of the cytochrome 
P450 isoforms 1A2, 2B6, 2C9, and 3A4. No additional 
drug—drug interaction studies have been performed. Based on 
the available information, no protein binding—mediated drug 
interactions of clinical significance are anticipated 


Carcinogenesis, Mutagenesis, Impairment of Fertility: 

Two 2-year oral (gavage) carcinogenicity studies (one in 
Cri:B6C3F1 inice and one in Sprague-Dawley rats) were 
conducted with lubiprostone. in the 2-year carcinogenicity 
study in mice, lubiprostone doses of 25, 75, 200, and 
500 mcg/kg/day (approximately 2, 6, 17, and 42 times 
the recommended human dose, respectively, based on 
body surface area) were used. In the 2-year rat carcinogenicity 
Study, lubiprostone doses of 20, 100, and 400 mcg/kg/day 
(approximately 3, 17, and 68 times the recommended human 
dose, respectively, based on body surface area) were used. In 
the mouse carcinogenicity study, there was no significant 
increase in any tumor incidences. There was a significant 
increase in the incidence of interstitial cell adenoma of 
the testes in male rats at the 400 mcg/kg/day dose. In 
female rats, treatment with lubiprostone produced hepa- 
tocellular adenoma at the 400 mcg/kg/day dose 


Lubiprostone was not genotoxic in the in vitro Ames reverse 
mutation assay, the in vitro mouse lymphoma (L5178Y 
TK+/—) forward mutation assay, the in vitro Chinese ham- 
ster lung (CHL/IU) chromosomal aberration assay, and 
the in vivo mouse bone marrow micronucleus assay 


Lubiprostone, at oral doses of up to 1000 mcg/kg/day. 
had no effect on the fertility and reproductive function of 
male and female rats. The 1000 mcg/kg/day dose in rats 
is approximately 166 times the recommended human 
dose of 48 mcg/day, based on the body surface area 


Teratogenic Effects: Pregnancy Category C: 
Teratology studies with lubiprostone have been conducted in 
rats at oral doses up to 2000 mcg/kg/day (approximately 


332 times the recommended human dose, based on body a. It should be noted that the incidence of nausea 
surface area), and in rabbits at oral doses to 10 reased in a dose-dependent manner with the lowest 
mcg/kg/day (approximately 33 time j rall incidence for nausea seen at the 24 mcg QD dose 
human dose, based on body surface are rther analysis of nausea has shown that 
was not teratogenic in rats and rabbits a pig xposure to AMITIZA™ does not appear to 
lubiprostone caused fetal loss at repeated doses of 1 vated risk for experiencing nausea. In 
and 25 mcg/kg/day (approximately 2 and € s t el, long-term studies, patients were allowed 
human dose, respectively, based on bc the dose of AMITIZA™ down to 24 mcg QD from 
administered on days 40 to 53 of g experiencing nausea. It should also be noted 
J decreased when AMITIZA™ was administered 
j and that, across all dose groups, the rate of 
as substantially lower among constipated men 
1 constipated elderly patients (18.6%) when 
to the overall rate (30.9%). No patients in the 
hospitalized due to nausea 


There are no adequate and well-controlled studies in preg 
nant women. However, during Clinical testing of AMITIZA 
at 24 mcg BID, four women became pregnant. Per 
AMITIZA™ was discontinued upon pregnancy 

Three of the four women delivered healthy b 

fourth woman was monitored for onth f 
continuation of study drug, at which time the p 

was progressing as expected; the patient was 

lost to follow-up 


AMITIZA™-induced Diarrhea: 
onstipated patients, 13.2% of those receiving 
24 mcg BID reported diarrhea. Of those 
3.4% reported severe diarrhea and 2.2% dis- 
j nent due to diarrhea. The incidence of 
did not appear to be dose-dependent. No serious 
becomes pregnant while taking the drug, the patie vents were reported for electrolyte imbalance in 
apprised of the potential hazard to the fetus the six clinical trials and no clinically significant changes 
n serum electrolyte levels while patients were 
} AMITIZA 


AMITIZA™ should be used during pregnancy only if the 5 
tial benefit justifies the potential risk to the fet 


Nursing Mothers: 

It is not known whether lubiprostone is excreted i 
milk. Because many drugs are excreted in f 
because of the potential for serious adve 

ing infants from lubiprostone, a decisior 

whether to discontinue nursing or to di 

taking into account the importance of the drug t 


Other neers Events: 
g list of adverse events include those that were 
2 investigator to be possibly related to AMITIZA™ 
f > frequently (>0.2%) on AMITIZA™ than 
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SOS: Sock/Stocking On Sign 


A new geriatric sign predicts ability to dress independently 


Fredrick T. Sherman, MD, MSc 
Medical Editor 
“Always note and record the unusual. 
Keep and compare your observations. Communicate or publish short 
notes on anything that is striking or new. 
Do not waste your time in compilations, but when 
your observations are sufficient, do not let them die with you.” ! 


Dr. Sherman 

is professor of geriatrics 

and medicine, The Brook- 
dale Department of Geri- 

atrics and Adult Develop- 

ment, Mount Sinai School 
of Medicine, and medical 
director for Senior Health 
Partners, New York. 


Send comments 

to Dr. Sherman at 
fsherman@advanstar.com 
fax to 800-788-7188 


www.geri.com 


y foot fetish is well known to 

those who regularly amble 
through this column. At various times 
in the past 6 years, I have written 
about the physiologic and, more com- 
monly, pathologic aspects of pedal 
health in my older patients. I have 
watched thousands of seniors struggle 
to remove and replace their shoes and 
socks/stockings in preparation for a 
thorough evaluation of their feet. 
Based on these observations, I have 
suggested new ways to prevent cel- 
lulitis and diagnose chronic aortic 
regurgitation.’ I have also shared a 
mnemonic, the ABCDEFG’s of dia- 
betes, to help you deliver comprehen- 
sive care to your elderly diabetic 
patients, where “F” is for foot care.* 

Now, I am proposing a new geri- 

atric sign that predicts the ability to 
successfully dress independently. To 
appreciate the significance of this clin- 
ical sign, it is critical to understand 
how women and men undress and 
dress themselves. Based on my obser- 
vations, seated older women and men 
of the current generation use different 
techniques to reach their feet in order 
to take off and put on their stockings 
or socks. None of these observations 
or conclusions applies to older women 


who wear pantyhose or to older men 
or women who use a wheelchair. 

Most older women who walk into 
the office wear a dress or skirt. They 
typically reach each foot by bending at 
the waist (trunk forward flexion) and 
flexing their hip and knee so as not to 
cross their legs. Then, they remove 
their shoe and stocking, usually a “knee 
high” stocking, with one or two hands. 

Most older men, on the other hand, 
will reach each foot by crossing one leg 
over the other, ie, externally rotating 
their hip, flexing their knee, and plac- 
ing the lower leg over the opposite 
knee. Once the older man reaches his 
foot, he removes his shoe and sock, as 
the older woman removes her shoe and 
stocking. The older woman who wears 
pants will often cross one leg over the 
other, just like the older man. 

Putting the sock/stocking back on, 
however, regardless of gender and 
method used to reach each foot, 
always requires use of two hands, as it 
is the most difficult component subtask 
of successfully dressing oneself. I have 
correlated using two hands to success- 
fully put on a sock or stocking as indi- 
cating that older adults of either gender, 
who walk with or without an assistive 
device, can dress independently. If they 
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cannot don the sock/stocking using 
two hands then they will need assis- 
tance in dressing. 

I have called the successful don- 
ning of a sock/stocking using two 
hands a positive “Sock/stocking On 
Sign-x” (SOS-x), where the “x” 
means one leg crossed over another 
(figure, left) and a positive 
“Sock/stocking On Sign-ll”°(SOS- 
ll), where “Il” means the legs are 
kept parallel and not crossed (fig- 
ure, right). A positive SOS-x or 
SOS-Il may be unilateral or bilater- 
al. For example, arthritis or previ- 
ous surgery in one hip may limit the 
ability to cross the legs, making 
SOS-Il the preferred technique. A 
positive bilateral SOS-x or SOS-II 
or one of each, SOS-x/SOS-II, indi- 
cates independence in dressing in 
seniors who walk with or without 
an assistive device. 

Seniors who demonstrate posi- 
tive bilateral SOS’s in any combi- 
nation, should be asked: “How 
much difficulty do you have dress- 
ing?” Those who claim “some” or 
“a lot” of difficulty are at high risk 
to need help with dressing in the 
future.” They should be evaluated 
for multiple, treatable and possibly 
reversible impairments that could 
affect successful dressing, eg, 
osteoarthritis of the hips, shoul- 
ders, and knees, quadriceps weak- 
ness from vitamin D deficiency 
and/or disuse, or visual deficits.° 

Rarely in my clinical practice has 
using an assistive device, eg, a sock 
or stocking donner, allowed an eld- 
erly patient to be independent in 
dressing and bathing. So needing 
help with dressing or bathing 
requires a caregiver.’ 

There is substantial evidence that 
both aerobic exercise and strength 
training are of benefit to the bodies 
and minds of older adults.*'° J 
believe that adding flexibility exer- 
cises consisting of upper extremity 
range of motion, flexion at the waist 


Figure (left): a man crossing his leg to 
successfully put on a sock using both hands 
positive left SOS-x 


(trunk forward flexion) and at the 
hips and knees, and external rota- 
tion of the hips will maintain the 
dressing skills of both men and 
women. “If you don’t use your 
dressing skills, you will lose them” 
is a warning I give to my olde 
patients, recognizing that these 
range of motion exercises should be 
performed daily as they are the key 
to independently dressing. 

While the SOS-x and SOS-II may 
be gender specific in the current 
generation of older adults, future 
generations of men and women m 
put on their socks/stockings using 
similar techniques. This new geri 
atric sign needs to be validated and 
studied to determine its sensitivity, 
specificity and positiv e predictiy e 
value for independent dressing. The 
SOS-x and SOS-II should be evalu- 
ated, perhaps with a balance test, a 
a predictor of independent bathing 

With the massive bolus of baby 
boomers moving toward old age, 
maintaining their ability to dress and 
bathe will assure longer independ- 
ence, and limit the need for prema- 
ture caregiving. @ 
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Figure (right): a woman donning a stocking using 
both hands, while keeping both legs parallel and 
perpendicular to the floor, a positive right SOS-H 


References 


Bryan CS. Osler: Inspirations from a great 
physician. Oxford Press; 1997:114. 


Sherman, FT. Avoiding hospitalizations for cel 
ilitis. Geriatrics 2001; 56(8):3-4. Accessed 
ne at: http://tinyurl.com/yxvtmh. 


Sherman FT. Sherman sign predicts aortic 
regurgitation. Geriatrics 2004; 59(3):7-12. 
Accessed online at: http://tinyurl.com/vw86n. 


an FT. The ADA never learned its ABCs 
ics 2004; 59(6):10-3. Accessed online 
http://tinyurl.com/yyoe6m 
TM, Robison JT, Tinetti ME. Difficulty and 
jJependence: Two components of the disability 
yntinuuM among community-living older per 
ns. Ann Intern Med 1998; 128(2):96-101 
en DB. Warning signs along the road to 
functional dependency. Ann Intern Med 
1998; 128(2):138-9 


Laplante MP Harrington C, Taewoon K 
nating paid and unpaid hours of person 
al assistance services in activities of daily 
ng provided to adults living at home 

Health Serv Res 2002; 37:397-415. 
Fiatarone MA, Marks EC, Ryan ND, Meredith 
CN, Lipsitz LA, Evans WJ. High-intensity strength 
raining in nonagenarians. Effects on skeletal 
muscle. JAMA 1990; 263(22):3029-34 
Larson EB, Wang L, Bowen JD, et al. Exercise 
S associated with reduced risk for incident 
jementia among persons 65 years of age 

nd older. Ann Intern Med 2006; 144:73-81 
Colcombe SJ, Erickson KI, Scalf PE, et al. 
Aerobic exercise training increases brain vol 
ume in aging humans. J Gerontol A Biol Sci 
Med Sci 2006; 61(11):1166-70 
Naik AD, Concato J, Gill TM. Bathing disability 
n community-living older persons: Common, 
consequential, and complex. JAGS 2004; 
52:1805-10. 


www.geri.com 











* 





:$ 0t interest 


” 
© 
” 
” 





T just feel dowin all “at 
| #2 ; 


and pains fat 


(back/shoulders) 








Treat the symptoms of depression your patients talk about, and those they don’t. Many times, patients don't 


mention some of their symptoms because they don't realize they are related. That's where Cymbalta can help 
treats the emotional, anxious, and painful somatic symptoms of depression. ' 


the obvious, visit www.insidecymbalta.com 


* Cymbalta 60 mg/day vs placebo (P<.05) by MMRM for major depressive disorder 
on mean change in HAM-D,, Total Score, Maier Subscale, Psychic Anxiety, and 
Visual Analog Scale. Full antidepressant response may take 4-6 weeks 
MMRM=Mixed-effects Models Repeated Measures analysis 

References: 1. Data on file, Lilly Research Laboratories 

a: CYM20060101A; b: CYM20060101B; c: CYM2¢ 3] 


2. Fava M, et al. J Clin Psychiatry. 2004;65(4):521 


Important Safety Information 


* Antidepressants increased the risk of suicidal thinking 
and behavior (suicidality) in short-term studies 
in children and adolescents with major depressive 
disorder (MDD) and other psychiatric disorders. 


* Patients started on therapy should be observed closely 
for clinical worsening, suicidality, or unusual changes 
in behavior. 


* Cymbalta is not approved for use in pediatric patients. 


Cymbalta should not be used concomitantly with monoamine oxidase 
inhibitors (MAOIs) or thioridazine and not in patients with a known 
hypersensitivity or with uncontrolled narrow-angle glaucoma. 


Clinical worsening and suicide risk: All adult and pediatric patients being 
treated with an antidepressant for any indication should be observed 
closely for clinical worsening, suicidality, and unusual changes in 
behavior, especially when initiating drug therapy and when increasing or 
decreasing the dose. A health professional should be immediately notified 
if the depression is persistently worse or there are symptoms that are severe, 
sudden, or were not part of the patient's presentation. If discontinuing 
treatment, taper the medication. 
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"To learn more about 


‘lopment of a potentially life-threatening serotonin syndrome may occur 
SNRIs and SSRIs, including Cymbalta treatment, particularly with 
1comitant use of serotonergic drugs, including triptans. Concomitant use 
is not recommended. 


balta should not be administered to patients with any hepatic 
sufficiency or patients with end-stage renal disease (requiring dialysis) 
or severe renal impairment (CrCl <30 mL/min) 


Postmarketing, severe elevations of liver enzymes or liver injury with a 
hepatocellular, cholestatic, or mixed pattern have been reported. 


Cymbalta should generally not be prescribed to patients with substantial 
alcohol use or evidence of chronic liver disease. 


Cases of orthostatic hypotension and/or syncope as well as cases of 
hyponatremia have been reported. 


Most common adverse events (25% and at least twice placebo) in MDD 
premarketing clinical trials were: nausea, dry mouth, constipation, fatigue, 
decreased appetite, somnolence, and increased sweating. Most common 
adverse events in diabetic peripheral neuropathic pain (DPNP) premarketing 

cal trials were: nausea, somnolence, dizziness, constipation, dry mouth, 
increased sweating, decreased appetite, and asthenia. 


See Brief Summary of full Prescribing Information, including 
Boxed Warning, on adjacent page. 
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a is a registered trademark of Eli L 
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CYMBALTA® 
(duloxetine hydrochloride) Delayed-release Capsules 
Brief Summary: Consult the package insert for complete prescribing information 


WARNING 








Suicidality in Children and Ado Antid increased the risk of suicidal thinking 
and behavior (suicidality) in short-term studies in children and adolescents with major depressive 
disorder (MDD) and other psychiatric disorders. Anyone considering the use of Cymbalta or any 
other antidepressant in a child or adolescent must balance this risk with the clinical need. Patients 
who are started on therapy should be observed closely for clinical worsening, suicidality, or 
unusual changes in behavior. Families and caregivers should be advised of the need for close 
observation and communication with the prescriber. Cymbalta is not approved for use in pediatric 
patients. (See WARNINGS and PRECAUTIONS, Pediatric Use.) 

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant 
drugs (SSRis and others) in children and adolescents with major depressive disorder (MDD), 
obsessive compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving 
over 4400 patients) have revealed a greater risk of adverse events representing suicidal thinking 
or behavior (suicidality) during the first few months of treatment in those receiving antidepressants. 
The average risk of such events in patients receiving antidepressants was 4%, twice the placebo 
risk of 2%. No suicides occurred in these trials. 











INDICATIONS AND USAGE: Cymbalta is indicated for the treatment of major depressive disorder (MDD 


ed for the management of neuropathic pain associated with diabetic peripheral neuropathy (DPN 


CONTRAINDICATIONS: Hypersensitivity—Known hypersensitivity to duloxetine or any of the i ngredients. Monoamine 
Oxidase Inhibitors (MAOIs}—Concomitant use with Cymbalta is contraindicated (see WARNI Uncontrolled Narrow- 
Angle Glaucoma—tn clinical trials, Cymbalta use was associated with an increased risk of mydriasis; therefore, its not 
recommended in patients with uncontrolled narrow-angle glauc 


WARNINGS: Clinical Worsening and Suicide Risk—Patients with MDD, bot 
of their depression and/or the emergence of suicidal ideation and be' 
ey are taking antidepressant medications, and this risk 
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All pediatric patients being treated with antidepressants for any indication should be observed closely for clinical 
worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug 
therapy, or at times of dose changes, either increases or decreases. Such observation would generally include at least 
weekly face-to-face contact with patients or their family members or caregivers during the first 4 weeks of treatment, then 
every other week visits for the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional 
contact by telephone may be appropriate between face to face visits. 

Adults with MDD or co-morbid depression in the setting of other psychiatric illness being treated with antidepressants 
should be observed similarly for clinical worsening and suicidality, especially during the initial few months of a course 
of “eae or at rund of dose go either increases or decreases 

J symptoms, anxiety, agitation, panic attacks 
ss), hypomar 
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Families and caregivers of pediatric patients being treated with antidepressants for major depressive disorder or other 
indications, both psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the emergence 
of agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well as the emergence 
of suicidality, and to report such symptoms immediately to health care aes Such ropes) should include oy 
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MAOlIs—in patients receiving a serotonin ain inhibitor (SSRI) in combination with an MAOI, there have been reports we 
of serious, sometimes fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with possible prmnarereld Tests 
rapid fluctuations of vital signs, and mental status changes that include extreme agitation progressing to delirium and Drag iatoraci ae 
coma. These reactions have also been reported in patients who have recently discontinued SSRs and are then started on : 
an MAOI. Some cases presented with features resembling neuroleptic malignant syndrome. The effects of combined use 
of Cymbalta and MAOIs have not been evaluated in humans or animals. Therefore, because Cymbalta is an inhibitor of 
both serotonin and norepinephrine reuptake, it is recommended that Cymbalta not be used in combination with an MAOI 
or within at least 14 days of discontinuing treatment with an MAOI. Based on the half-life of Cymbalta, at least 5 days 
should be allowed after stopping Cymbalta before starting an MAO! 
Serotonin Syndrome—The development of a potentially life-threat 
SSRIs, including Cymbalta treatment, particularly with concomitant use 
drugs which impair metabolism of serotonin (including MAOIs). Ser otoni in Syn 
changes (eg, agitation, hallucinations, coma), autonomic instability (eg, tachycardia 
neuromuscular aberrations (eg, hyperreflexia, incoordination) and/or gastrointes 
The concomitant use of Cymbalta with MAOIs intended to treat depressio 
and WARNINGS) 
If concomitant treatment of Cymbalta with a 5-hydroxytryptamine recepto 
observation of the patient is advised, particularly during treatment initiatio 
Interactions) 
The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) 
Drug Interactions) 
PRECAUTIONS: General—Hepatotoxicity—Cymbalta increases the risk of elevation of serum transaminase | 
transaminase elevations resulted in the discontinuation of 0.4% (31/8454) of Cymbalta-treated pat 
median time to detection of the transaminase elevation was about two months. In controlled 
alanine transaminase (ALT) to >3 times the upper limit of normal occurred in 0.9% (8/930) 0 
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News. VIEWS 


Dip, you 
these? 


NEWSWORTHY RESEARCH 
patients may be asking about 


>Folic acid 
can reduce risk 
of heart disease 


“Folic acid is a much undervalued 
vitamin...the evidence that it can 
reduce the risk of heart attack and 
stroke is becoming increasingly 
persuasive,” said lead author 
David S. Wald, MD, senior lectur- 
er and consultant cardiologist, 
Centre for Environmental and 
Preventive Medicine, Wolfson 
Institute of Preventative Medi- 
cine, Barts, and The London 
Queen Mary’s School of Medi- 
cine and Dentistry, London. 

In meta-analyses of available 
studies (cohort and genetic stud- 
ies) examining the relationship 
between homocysteine and cardio- 
vascular disease (CVD), Dr. Wald 
and colleagues identified homo- 
cysteine as a cause of CVD. Folic 
acid is known to reduce homocys- 
teine concentrations. 

The addition of 0.8 mg/d of 
folic acid showed a 3 umol/1 
decrease in serum homocysteine, 
which reduced the risk of MI by 
15% and stroke by 24%. 

Based on the findings, the evi- 
dence supports a protective car- 
diovascular effect with use of 
folic acid. 

Source: BMJ 2006; 333(7578): 1114-7. 


Lower systolic BP in patients with HF 
could mean higher risk of death 


Low systolic pressure in patients 
with heart failure (HF) has shown to 
be a key predictor of mortality, 
according to lead author Gregg C. 
Fonarow, MD, The Eliot Corday 
Chair in Cardiovascular Medicine 
and Science, principal investigator 
and director, Ahmanson-University 
of California, Los Angeles, Car- 


diomyopathy Center, and colleagues. 


In a retrospective study of 48,612 
HF patients enrolled in the Orga- 
nized Program to Initiate Lifesaving 
Treatment in Hospitalized Patients 


with Heart Failure (OPTIMIZE-HP), 


the mortality rate for patients with 


systolic BP < 120 mm/Hg was 7.2%. 


Mortality rates were 3.6% for sys- 


tolic BP 120 - 139 mm/Hg; 2.5% for 


pressures 140 - 161 mm/Hg; and 
1.7% for those with systolic pres- 
sures >161 mm/Hg. Mean age was 
73.1 years. 


In a press release, Dr. Fonarow 
said, “Systolic blood pressure (SBP) 
taken at hospital admission was a 
strong independent predictor of mor- 
tality and morbidity in this large 
heart failure patient population. We 
hope the findings may help clini- 
cians effectively stratify risk and 
offer more targeted treatments based 
on a patient’s SBP level.” 

The authors said traditional thought 
was that most patients with HF pre- 
sented to the hospital with lower sys- 
tolic BP, but the study revealed higher 
systolic BP (> 140 mm/Hg) in more 
than 50% of patients. 

Dr. Fonarow said to optimize treat- 
ment, HF patients may need different 
approaches depending whether their 
SBP is normal, low, or high. 

The study was funded by Glaxo- 
SmithKline. 

Source: JAMA 2006; 296(18): 2217-26. 


-No increased risk of coronary heart 
disease in women on low-carb diet 


A study of 82,802 women in the 
Nurses’ Health Study failed to reveal 
an association between low carbohy- 
drate/high-protein and high-fat diets 
with increased risk of coronary heart 
disease (CHD). In fact, when fats and 
protein were derived from vegetable 
sources, risk of CHD was lowered. 

Using a diet score based on self- 
reported food intake, participants 
were divided into groups based on 
consumption levels of carbohydrates, 
protein, and fat. Those with extremely 
low (<500 kcal) and high (>3500 
kcal) energy intakes were excluded, 
as were those with a history of dia- 
betes, cancer, or CVD. 

Incident CHD was the outcome. 
Follow-up continued for 20 years. 
During follow-up, 1,994 participants 
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developed CHD. Relative CHD risk 
comparing highest and lowest deciles 
of the low-carbohydrate diet score 
was 0.94 (95% Cl, 0.74-1.19). 

Author Thomas L Halton, ScD, 
Harvard School of Public Health, 
Boston, told GERIATRICS a low-carbo- 
hydrate diet may not provide better 
benefits than a low-fat diet in terms of 
CHD risk. “You can ... eliminate neg- 
ative features of both diets by choos- 
ing healthy vegetable sources of fat 
and protein and working to reduce the 
glycemic load of the diet by substitut- 
ing lower glycemic fruits, vegetables 
and whole grains, and vegetable 
sources of fat and protein for refined, 
high glycemic carbohydrates.” © 
Source: N Engl J Med. 2006; 355(19): 
1991-2002 
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Guideline At-a-Glance 


NAMS guidelines mark distinction 
between risk factors for osteoporosis 
and osteoporotic fracture 


Source: Menopause 2006; 13(3):340-64. 
Significant advancements in the 
management of osteoporosis have 
prompted new evidence-based 
guidelines from the North American 


Menopause Society (NAMS), Cleve- 


land, Ohio. 

The new guidelines, developed by 
a group of endocrinologists and 
gynecologists, are based on updated 
evidence from medical literature 
published since the 2002 version of 
the guidelines. 

“One of the major differences 
[between these and the previous 


guidelines] is the recognition of the 


differences between risk factors for 


canes 


= New guidelines consider 
recognition of differences 
between risk factors for 
osteoporosis as defined by 
bone mineral density and by 
osteoporotic fracture 


Reduction of fracture risk is 
identified as a primary 
clinical goal of osteoporosis 
management 


For BMD-defined 
osteoporosis, major risk 
factors in postmenopausal 
women are advanced age, 
genetics, lifestyle factors, 
thinness, and menopause 
status 


Risk factors for osteoporotic 
fracture also include low 
BMD, previous fracture as an 
adult, and history of hip 
fracture in a parent 
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osteoporosis as defined by bone 
mineral density (BMD) and risk 
factors for osteoporotic fracture,” 
Pam Boggs, NAMS Director of 
Education and Development told 
Geriatrics. 

Osteoporosis is responsible for an 
estimated 90% of all hip and spine 
fractures in white American women 
aged 65 to 84. Authors identified 
reduction of fracture risk as the pri- 
mary clinical goal of osteoporosis 
management. For BMD-defined 
osteoporosis, major risk factors in 
postmenopausal women are 
advanced age, genetics, lifestyle fac- 
tors (ie, low calcium and vitamin D 
intake, smoking), thinness (body 
weight <127 pounds or body mass 
index <2] kg/m), and menopause 
status. Risk factors for osteoporotic 
fracture also include low BMD, pre- 
vious fracture (other than skull, 
facial bone, ankle, finger, and toe) as 
an adult, and history of hip fracture 
in a parent. BMD is still 
the most reliable marker to predict 
fracture risk,” said Boggs, who 
added that the World Health Organi- 
zation is working on a better predic- 
tion method. 

According to the guidelines, all 
postmenopausal women should 


“For now, 


undergo a history, physical exami- 
nation, and any necessary tests to 
assess risk factors for osteoporosis 
and fracture. BMD testing is indi- 
cated only if the results will influ- 
ence a treatment or management 
decision and is recommended for 
postmenopausal women with med- 
ical causes of bone loss, regardless 
»f age, and postmenopausal women 
age >65, regardless of additional 
risk factors. 


Lifestyle modifications that 
include a balanced diet, adequate 
calcium and vitamin D intake, 
appropriate exercise, avoidance of 
smoking and excessive alcohol use, 
and fall prevention are encouraged 
for all postmenopausal women. 
Boggs said the importance of vita- 
min D, in addition to calcium, plays 
a great role in osteoporosis manage- 
ment. The current National Acade- 
my of Sciences (NAS) RDA of vita- 
min D is 400 IU/d for women aged 
51 to 70 and 600 IU/d for women 
age >70; NAMS recommends 700 
to 800 IU/d for women at risk of 
The NAS RDA of calci- 
um is 1,000 mg/d for women aged 
31 to 50 and 1,200 mg/d for women 
age >51. 


deficiency. 


Pharmacologic approaches to 
osteoporosis management are rec- 
ommended for all postmenopausal 
women with: 

> a history of osteoporotic verte- 
bral fracture 

> BMD values consistent with 
osteoporosis (ie, T-scores <-2.5) 

> T-scores between -2.0 and -2.5 
and one or more of the following: 
thinness, history of fragility fracture 
since menopause, or history of hip 
fracture in a parent. 

Available pharmacologic options 
include bisphosphonates, selective 
estrogen receptor modulators 
(SERMs), parathyroid hormone, 
estrogens, and calcitonin. Studies 
have not compared these therapies for 
antifracture efficacy. Boggs said there 
is also a need for research on benefits 
of these drugs beyond 10 years. 

Adherence is one of the major 
obstacles in osteoporosis manage- 
ment. Studies have shown adherence 
rates below 25% in as little as 6 
months to | year. “One of the most 
important things doctors can do is 
encourage adherence, even if treat- 
ment consists of just lifestyle modi- 
fication,” said Boggs. @ 
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American Heart Association (AHA) Scientific Sessions, 
November 12-15, 2006, Chicago 


Pharmacist intervention improves 
medication adherence in elderly 


Pharmacist-directed education com- 
bined with prepackaging of medica- 
tions increases compliance with med- 
ication schedules, leading to improve- 
ments in blood pressure and choles- 
terol levels among elderly patients, ac- 
cording to Allen J. Taylor, MD. 

At the 2006 scientific sessions of the 
American Heart Association, he pre- 
sented findings from the Federal Study 
of Adherence to Medications in the E]- 


derly (FAME), which tested the effect of 
a comprehensive pharmacy program on 
medication adherence in 200 patients 
older than 65 (mean age: 78) who were 
taking four or more medicines daily. 
Baseline data were collected during a 
2-month run-in phase, followed by an 
2to8. 


fo 


intervention phase during months 
Following the intervention, 159 patients 
entered a randomized phase of contin- 
ued pharmacy care versus return to usual 


Low testosterone increases 
CHD risk in older women 


Low levels of testosterone are associ- 
ated with an increased risk of mortal- 
ity from coronary heart disease (CHD) 
in postmenopausal women, said Gail 
A. Laughlin, PhD, at the AHA scien- 
tific sessions. 

Women’s favorable cardiovascular 
risk compared with men is often ex- 
plained by endogenous estrogen levels. 
However, few studies have evaluated 
the role of naturally circulating testos- 
terone in older women. Hyperandro- 
genemia in young women with poly- 
cystic ovary syndrome is associated with 
adverse cardiovascular risk factors, 
carotid atherosclerosis, and impaired 
vascular function, said Dr. Laughlin, 
University of California, San Diego. 

Using enrollees from the Rancho 


Bernardo Study, an ongoing popula- 
tion-based study of healthy aging ina 
southern California community, re 
searchers assessed incidence of CHD 
events in 678 postmenopausal women 
aged 50 to 90 over a 20-year follow- 
up. None of the women were current 
estrogen users. Women were stratified 
into quintiles based on testosterone 
levels, with those in the lowest quin 
tile having testosterone levels of 80 
pg/mL or less. 

“The normal testosterone level for 
women in this age group is around 170 
pg/mL,” she said. 

Compared with women with higher 
levels of testosterone, women with 
testosterone levels in the lowest quin- 
tile had twice the risk of prevalent CHD, 
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care during months 8 to 14. 

Patients in the study took an average 
of 9 chronic daily medications. 

The pharmacy care program con- 
sisted of individualized medication ed- 
ucation using standardized scripts, reg- 
ular follow-up by pharmacists (every 
2 months), and all medications dis- 
pensed in time-specified blister packs. 
During each individualized education 
session, patients were taught drug 
names, indications, strengths, adverse 
effects, and use instructions. 


continued on pg. 17 


incident CHD (defined as a first ever 
MI or revascularization procedure), and 
CHD mortality. Further analysis 
showed that the association between 
low testosterone and increased cardiac 
risk was independent of the presence 
of CHD risk factors, diabetes, and the 
metabolic syndrome. 

“This analysis was designed to an- 
swer the question of whether the asso- 
ciation of low testosterone with mor- 
tality was specific to CHD or was re- 
lated to other causes as well,” said Dr. 
Laughlin, assistant adjunct professor 
of family and preventive medicine, 
University of California, San Diego. 
“We found that low low testosterone 
specifically predicted the risk of CHD 
death.” It was not related to death from 
cancer or other causes. 

Whether the results apply only to 
women who are not current users of es- 
trogen awaits further study. 
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After the intervention phase, medica- 
tion adherence increased from 61.2% to 
96.9%, systolic blood pressure declined 
from 133.2 mmHg to 129.9 mmHg 
(p=0.019), and low-density lipoprotein 
(LDL) cholesterol decreased from 91.7 
mg/dL to 86.8 mg/dL (p=0.001). 

After the randomized phase, there 
was sustained medication adherence in 
the continued pharmacy group (95.5%), 
whereas medication adherence fell to 
69.1% in the group that reverted to usual 


care. “There was no durable effect of 


the program after having it withdrawn,” 
said Dr. Taylor, chief of cardiology at 
Walter Reed Army Medical Center in 


Washington, DC. The improved persist- 
ence in the intervention group resulted 


in significant reductions in blood pres- 


sure compared with the usual care group 
(10.7 mmHg versus 3.1 mmHg; p=0.04), 
although the LDL cholesterol reduction 
during the intervention phase was sus- 
tained in patients later randomized to 
usual care. 

The findings suggest that continued 
provision of blister-packed medica- 
tions is a key component of a medica- 
tion adherence program, given that the 
initial increase in medication adher- 
ence during 6 months of the pharmacy 
care adherence program did not per- 
sist in the patients who were random- 
ized to usual care. 


Fluvastatin XL/ezetimibe combo well 
tolerated in certain statin users 


The combination of fluvastatin XL and 
ezetimibe effectively and safely lowers 
low-density lipoprotein (LDL) choles- 
terol in patients who previously experi- 
enced muscle-related side effects to other 
statins, said Evan Stein, MD, at the 2006 
AHA scientific sessions in Chicago. 

randomized, double-blind 
study, 85% of patients who had statin- 


In a 


associated muscle-related side effects 
had no muscle-related side effects 
when treated with either fluvastatin 
XL alone or in combination with eze- 
timibe, he said. 

“Although rhabdomyolysis and my- 
opathy are rare with statins, muscle- 
related side effects are a significant and 
growing problem,” Dr. Stein said. In 
the PRIMO (Prediction of Muscular 
Risk in Observational conditions) sur- 
vey of 7,924 patients in primary care 
practices who were receiving high- 
dose statin therapy, incidence of mus- 
cle-related side effects was 10.5%. 

In the study presented here, 199 
mostly high-risk patients who had a 


history of muscle-related side effects 
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on statins were randomized to 12 
weeks of treatment with fluvastatin 
XL, 80 mg/d, plus placebo: ezetim- 
ibe, 10 mg/d, plus placebo: or flu- 
vastatin XL, 80 mg/d, plus ezetim- 
ibe, 10 mg/d. The average LDL cho- 
lesterol at baseline was approxi- 
mately 175 mg/dL. 

“As far as I know, this is the first 
study that recruited 100% of patients 
who had muscle-related side effects. 
Most of the patients had been on more 
than one statin,” said Dr. Stein, from the 
Metabolic and Atherosclerosis Re- 
search Center in Cincinnati, Ohio. 

The 12-week study duration was 
chosen because most of the patients in 
PRIMO who suffered muscle-related 
side effects to statin therapy did so 
within the first 3 months, he said. 

Average reductions in LDL choles- 
terol were 15% with ezetimibe alone, 
32% with fluvastatin XL alone, and 
46% with the combination. 

An LDL cholesterol <100 mg/dL 
was achieved by 10.6% of patients as- 
signed to ezetimibe alone, 43.5% ran- 
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The medication prepackaging cost 14 
cents per month, Dr. Taylor said, with the 
major expense of the program being the 
pharmacist’s time, which may limit 
widespread use of the system. Never- 
theless, Dr. Taylor said that a program 
to improve medication compliance may 
be warranted, considering the amount 
of money third-party payors and the 
Medicare system spend on the drugs. 

“Because medication nonadherence 
is pervasive and morbid, the results of 
FAME call for greater emphasis within 
health care delivery systems and pol- 
icy organizations on the development 
and promotion of clinical programs to 
enhance medication adherence, par- 
ticularly among at-risk elderly,” he said. 


domized to fluvastatin XL alone, and 
73.4% randomized to the combination. 
For the optional LDL cholesterol goal 
of <70 mg/dL in high-risk patients, 
40.5% achieved this goal on combina- 
tion fluvastatin XL and ezetimibe, com- 
pared with only 9.1% on ezetimibe 
monotherapy and 18.5% on fluvastatin 
XL monotherapy. 

“The combination is as good as the 
highest doses of simvastatin, atorvas- 
tatin, and moderate doses of rosuvas- 
tatin,” Dr. Stein said. “We can have 
all of the guidelines and all of the 
drugs, but if patients can’t take them, 
they re useless.” 

The incidence of muscle-related side 
effects was 24.2% with ezetimibe, 
17.4% with fluvastatin XL, and 14.1% 
with the combination. Muscle-related 
side effects that led to discontinuation 
of the study drug occurred in 7.6% of 
ezetimibe patients, 4.3% of fluvastatin 
XL patients, and 3.1% on the combi- 
nation. 

Among the fluvastatin recipients, 
there were no additional patients who 
experienced muscle-related side ef- 
fects after the first month of treatment, 
Dr. Stein said. B 
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Derm DDx ~~ 


Long history of itchy red-brown papules 


Condition persists year-round, but most common in summer 


Norman Levine, MD 


Minimally scaly reddish-brown reticulated papules 
coalescing into plaques, on the upper trunk and neck. 


63-year old man presents with a longstand- 
ing history of a recurring, minimally pruritic erup- 
tion on the trunk and neck. It is most obvious in the 
summertime, but never disappears completely, even 
in the winter months. 

On examination you observe numerous reddish- 
brown, minimally scaly, scalloped papules coalesc- 
ing into plaques, over the upper trunk and neck 
area (figure). 


Differential diagnosis 
Consider conditions that produce scaly papules and 
plaques. 

TINEA CORPORIS Causes scaly red plaques that can 


Dr. Levine is in private practice in Tucson, AZ. 
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occur on the trunk and neck. However, the lesions 
are normally annular, rather than being the conflu- 
ence of many small scaly papuies. 

Psoriasis can cause discreet and confluent scaly 
red papules and plaques. The scale is typically much 
thicker, and the lesions do not have a reddish-brown 
color. The lesions are often bright red. 

SMALL PLAQUE PARAPSORIASIS produces small scaly 
reddish-brown papules, however, the lesions do not 
coalesce to the extent seen in this case. 

TINEA VERSICOLOR is the correct diagnosis. This 
superficial fungal infection is caused by 
Malassezia furfur, a normal constituent of the host 
flora, which becomes pathogenic under conditions 
of heat and humidity. The lesions may vary in 
color from reddish-brown to almost white. The 
upper trunk and neck are common locations for 
this infection. 

The patient was treated with ketoconazole, 400 
mg, given in two doses over one week. The erup- 


tion resolved completely. 


Diagnostic pearl 

Tinea versicolor presents as reticulated scaly red- 
dish-brown or hypopigmented papules that coa- 
lesce into plaques. @ 


www.geri.com 





> CARDIOVASCULAR DISORDERS 





Peripheral arterial disease 


Management of peripheral arterial disease 
in the elderly 


Wilbert S. Aronow, MD 


Peripheral arterial disease (PAD) in the elderly can be: 1) asymptomatic, 
2) associated with intermittent claudication, or 3) cause critical limb 
ischemia. Persons with PAD are at increased risk for all-cause mortality, 
cardiovascular mortality, and mortality from coronary artery disease 
(CAD). Hypertension, diabetes mellitus, dyslipidemia, and hypothyroidism 
should be treated, and smoking should be stopped. Statins reduce the 
incidence of intermittent claudication and increase exercise duration 
until the onset of intermittent claudication in persons with PAD and 
hypercholesterolemia. Antiplatelet drugs (eg, aspirin, clopidogrel, 
angiotensin-converting enzyme [ACE] inhibitors, statins) should be given 
to all persons with PAD. Beta blockers should be given if CAD is present. 
Exercise rehabilitation programs and cilostazol lengthen exercise time 
until leg pain develops. Chelation therapy has no scientific basis and 
should be avoided. Revascularization or amputation may be indicated in 
some cases. 

Aronow WS. Peripheral arterial disease. Management of peripheral arterial disease in the 
elderly. GERIATRICS 2007; 62(Jan):19-25. 

Key words: peripheral arterial disease + intermittent claudication 
antiplatelet drugs + statins 

Drugs discussed: aspirin * clopidogrel * ACE inhibitors «+ statins 
beta blockers « cilostazol 


eripheral arterial disease (PAD) 


is a chronic arterial occlusive 

disease of the lower extremities 
caused by atherosclerosis. PAD may 
cause intermittent claudication, ie, pain 
or weakness with walking that is re- 
lieved with rest. The muscle pain or 
weakness after exercise occurs distal to 
the arterial obstruction. Because the su- 


perficial femoral and popliteal arteries 
are most commonly affected by ather- 
osclerosis, the pain of intermittent clau- 
dication is most commonly localized to 


the calf. Atherosclerotic obstruction of 


the distal aorta and its bifurcation into 
the two iliac arteries may cause pain in 
the buttocks, hips, thighs, or the infe- 
rior back muscles, as well as the calves. 


Dr. Aronow is clinical professor, Department of Medicine, Divisions of Cardiology, 
Geriatrics, and Pulmonary Medicine/Critical Care, New York Medica! College, Valhal- 


la, NY. 


Disclosures: Dr. Aronow has no real or apparent conflicts of interest relating to the 


subject under discussion. 
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Upper extremity PAD will cause un- 
equal blood pressure (BP) measure- 
ments in each arm. PAD patients also 
have a higher prevalence of cognitive 
impairment and erectile dysfunction. 

Prevalence of PAD increases with 
age. In one study of 1,160 men (mean 
age: 80) and 2,464 women (mean age: 
81), PAD was present in 32% of men 
and 26% of women (p = 0.0001).' 
Only one-half of elderly persons with 
PAD are symptomatic, a common 
presentation in the dysmobile frail 
elderly. Seniors with PAD may not 
walk far or fast enough to induce mus- 
cle ischemic symptoms because of co- 
morbidities (eg, arthritis, pulmonary 
disease), may have atypical symptoms 
unrecognized as intermittent claudi- 
cation, may fail to mention symptoms 
to their physician, or may have suffi- 
cient collateral arterial channels to 
tolerate arterial obstruction. 

Women with PAD have a higher 
prevalence of leg pain on exertion and 
at rest, poorer functioning, and greater 
walking impairment from leg symp- 
toms than men with PAD. Poorer leg 
strength in women contributes to poorer 
lower extremity functioning in women 
with PAD, compared with men. Mod- 
ifiable risk factors that predispose to 
PAD include cigarette smoking, dia- 
betes mellitus, hypertension, dyslipi- 
demia, increased plasma homocysteine 
levels, and hypothyroidism.** PAD co- 
exists with other atherosclerotic disor- 
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PERIPHERAL ARTERIAL DISEASE 





This illustration shows the arteries in the lower thigh with emphasis on the superfic 
femoral artery. The artery shows significant plaque and collateral supply. The 
collateral supply forms a 'cage' around the artery’s disease portion. Overlaying the 
image is the Doppler effect. Between all these elements the illustration shows the 
disease pathology, and references clinical symptoms and test assessment 


ders and with chronic kidney disease.®’ 
Persons with PAD are also at increased 
risk for all-cause mortality, and car- 
diovascular events and mortality.*” 

If arterial flow to the lower extrem- 
ities cannot accommodate resting tis- 
sue metabolism, critical lower extrem- 


ity ischemia occurs with pain at rest o1 
tissue loss (necrosis of tissue). Criti 
cal ischemia causes rest pain in the toes 
or foot with progression to ulceration 
or gangrene. Chronic arterial insuffi 
ciency ulcers commonly develop at the 
ankle, heel, or leg. Mummified, dry, 
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black toes or devitalized soft tissue 
covered by a crust is gangrene caused 
by ischemic infarction. Suppuration 
often develops with time, and dry gan- 
grene changes to wet gangrene.'” 
Persons with lower extremity PAD 
have reduced or absent arterial pulses 
and may have bruits, muscle atrophy, 
hair loss, pallor/cyanosis, reduced skin 
temperature, and ulcers or gangrene. '° 
Noninvasive tests to assess lower ex- 
tremity arterial blood flow include 
measurement of ankle and brachial ar- 
tery systolic blood pressures (SBP), 
characterization of velocity wave form, 
and duplex ultrasonography. 
Measurement of ankle and brachial 
artery SBP using a Doppler stethoscope 
and BP cuffs allows calculation of the an- 
kle-brachial index (ABI), which is nor- 
mally 0.9 to 1.2. An ABI <0.90 is 95% 
sensitive and 99% specific for PAD di- 
agnosis in older adults.'' The lower the 
ABI, the more severe the restriction of 
arterial blood flow, and the more seri- 
ous the ischemia. ABIs between 0.6 and 
0.9 usually correlate with mild-to-mod- 
erate intermittent claudication. ABIs be- 
tween ().4 and 0.6 usually correlate with 
severe intermittent claudication. Rest 
pain and tissue loss often occur with 
ABIs between 0.25 and 0.4. Patients 
with calcified arteries from diabetes mel- 
litus or renal failure occasionally have 
relatively non-compressible arteries lead- 
ing to falsely elevated ABI values in the 
normal range. ABIs are measured using 
a Doppler stethoscope and BP cuffs. 


Doppler ultrasound tests are performed 


in a vascular laboratory.” 

Correct use of medical therapy re- 
duces excess mortality associated with 
PAD.!'**° In addition, medical therapy 
may result in significant improvements 
in walking ability that may obviate the 
need for lower extremity angioplasty 
with stenting and bypass surgery. '” 
rreatment of PAD is efficacious in 
older men and women. 


Cessation of smoking 
Current smoking significantly increases 
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PAD risk more than 2.6 times in eld- 
erly men and 4.6 times in elderly 


women.- Smoking increases amputa- 


tion risk in persons with intermittent 
claudication. Patency in lower extrem- 
ity bypass grafts is also worse in smok- 
ers than in nonsmokers. Smoking ces- 
sation reduces PAD progression to crit- 


ical leg ischemia and reduces risk of 


MI and death from vascular causes. 
Cessation programs should be strongly 
encouraged in elderly persons with 
PAD. Smoking cessation is the most 
clinically and cost effective interven- 
tion for PAD treatment (table 1). 


Treatment of hypertension 

Hypertension significantly increased 
PAD risk 2.2 times in elderly men and 
2.8 times in elderly women.’ Hyperten- 
sion should be adequately treated to re- 
duce cardiovascular morbidity and mor- 
tality in persons with PAD (table 1). In 
the Heart Outcomes Prevention Evalu- 
ation (HOPE) Study (duration: 4.5 
years), 1,715 persons (mean age: 67; 
range: age > 55) had symptomatic PAD, 
and 2,118 had asymptomatic PAD with 
an ABI <0.9.' In the HOPE Study, com- 
pared with placebo, ramipril, 10 mg/d, 
significantly decreased cardiovascular 
events by 25% in persons with sympto- 
matic PAD; the drug also decreased 
symptoms." Significantly, in this study, 


ramipril reduced absolute incidence of 


cardiovascular events by 5.9% in per- 
sons with asymptomatic PAD and by 
2.3% in persons with normal ABI."* In 
the HOPE Study, the antihypertensive 
properties of ramipril did not completely 
account for the observed risk reduction. '? 

Among persons with PAD (mean age: 
60) in the Appropriate Blood Pressure 
Control in Diabetes trial, lowering BP to 
a mean of 128/75 mmHg markedly re- 
duced the number of cardiovascular 


events. Incidence of cardiovascular 


events in persons treated with antihy- 
pertensive drug therapy with enalapril 
or nisoldipine was 13.6% if the mean 
BP was decreased to 128/75 mmHg ver- 


sus 38.7% if the persons received mod- 
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Table 1 Medical treatment of peripheral arterial disease 


» Smoking cessation 


» Treatment of hypertension: BP <140/90 mmHg and <130/80 mmHg in 
patients with diabetes mellitus or chronic renal disease 


> Treatment of diabetes mellitus: Hemoglobin A1c level <7.0% 


> Treatment of dyslipidemia: Serum low-density lipoprotein cholesterol level 


<70 mg/dl 


» Use of antiplatelet drugs, clopidogrel or aspirin 


» Use of angiotensin-converting enzyme inhibitors 


» Use of beta blockers in patients with prior myocardial infarction or angina 


pectoris 
» Use of statins 
» Use of cilostazol 


» Exercise rehabilitation 


Source: Created for Geriatr 


erate antihypertensive drug therapy 
(mean BP: 137/81 mmHg: p=0.046).'° 
Although there is no evidence of im- 
proving PAD with control of hyperten- 
sion and/or slowing its progression, 
ramipril has been reported to improve 
walking ability in patients with PAD. 


Treatment of diabetes mellitus 
Diabetes mellitus (types | and 2) sig- 
nificantly increased PAD risk 6.1 times 
in elderly men (mean age: 80) and 3.6 
times in elderly women (mean age: 
81).* Elderly persons with diabetes 
me!litus and PAD and no coronary ar- 
tery disease (CAD) have a 1.5 times 
higher incidence of new coronary 
events than elderly nondiabetics with 
PAD and prior MI.'* Diabetes melli- 
tus should be treated with the hemo- 
globin A, level decreased to < 7% to 
BP should be 
reduced to < 130/80 mmHg in elderly 
persons with PAD and diabetes melli- 
tus.'*? Elderly diabetics with PAD 
should also be treated with statins.** 


decrease MI incidence. 


Treatment of dyslipidemia 

Dyslipidemia is a risk factor for PAD 
in elderly men and women.** Treat- 
ment of dyslipidemia with statins has 


been documented to reduce incidence 
of mortality, cardiovascular events, and 
stroke in elderly persons with PAD with 
and without CAD.'*'’ At 5-year fol- 
low-up of 4,444 men and women with 
CAD and hypercholesterolemia in the 
Scandinavian Simvastatin Survival 
Study, compared with placebo, sim- 
vastatin significantly reduced incidence 
of intermittent claudication by 38%.'> 
Three studies have also demonstrated 
that statins improve walking perform- 
ance in persons with PAD.**?° 

In a study of 264 men and 396 
women, mean age 80 (range: 60 to 99 
years), with symptomatic PAD and a 
serum low-density lipoprotein (LDL) 
cholesterol level > 125 mg/dl, 318 of 
660 persons (48%) were treated with 
a statin and 342 of 660 persons (52%) 
with no lipid-lowering drug.'’ At 39- 
month follow-up, statin treatment 
caused significant independent reduc- 
tion (58%) in incidence of new coro- 
nary events, 52% reduction in persons 
with prior MI, and 59% in persons with 
no prior MI. Persons age > 80 had a 
similar reduction in incidence of new 
coronary events as those age < 80. 

In the Heart Protection Study, 6,748 
(33%) of 20,536 participants had PAD.'® 
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Table 2 Efficacy of aspirin doses in reducing vascular death, 
nonfatal myocardial infarction, and nonfatal stroke in high-risk 
patients 


Aspirin dose 
500-1500 mg (34 trials) 


160-325 mg (19 trials) 
75-150 mg (12 trials) 
<75 mg (3 trials) 


Reduction in vascular 
death, myocardial 
infarction, or stroke 
19% 


26% 
82% 


13% 


Source: Created for Geriatrics by WS Aronow, MD, with data from reference 21 


At 5-year follow-up, treatment with sim- 
vastatin, 40 mg/d, caused a significant 
19% relative reduction and a 6.3% ab- 
solute reduction in major cardiovascu- 
lar events independent of age, gender, 
or serum lipid levels.'© These data favor 
statin therapy for elderly persons with 
PAD regardless of serum lipid levels. 
Based on data, elderly persons with 
PAD should be treated with statins to 
reduce cardiovascular mortality and 
morbidity and PAD progression and 
to improve exercise time until inter- 
mittent claudication (table 1). PAD pa- 
tients should have serum low-density 
lipoprotein cholesterol level reduced 
to < 70 mg/dL. No data show that re- 
ducing triglycerides reduces cardio- 
vascular events in patients with PAD. 


Treatment of increased 

plasma homocysteine 

Increased plasma homocysteine level 
is a risk factor for PAD in elderly per- 
sons.* Lowering increased plasma ho- 
mocysteine levels can be achieved by 
administering a combination of folic 
acid, vitamin B6, and vitamin B12. 
However, we do not have double-blind, 
randomized, placebo-controlled data 
showing that decreasing elevated 
plasma homocysteine levels will re- 
duce coronary events and slow PAD 
progression in elderly persons with 
PAD.”’ One study by Lonn et al showed 
that lowering plasma homocysteine 
levels with folic acid and B vitamins in 


vascular disease did not reduce risk for 
the end point of MI, stroke, or death 
from cardiovascular causes, compared 
with placebo.”’ Another study by 
Bonaa et al showed in MI patients that 
lowering plasma homocysteine levels 
with folic acid and vitamin B12, with 
or without vitamin B6 did not reduce 
risk for the endpoint of MI, stroke, or 
death from coronary heart disease.** 


Treatment of hypothyroidism 
Hypothyroidism is a risk factor for 
PAD. Elderly persons with clinical or 
subclinical hypothyroidism should be 
treated with I-thyroxine to reduce the 
CAD development and possibly PAD. 
However, no evidence shows that treat- 
ment with |-thyroxine will reduce PAD 
development or improve symptoms. 


Antiplatelet drugs 
Aspirin and clopidogrel are antiplatelet 
drugs used to decrease incidence of vas- 
cular death, nonfatal MI, and nonfatal 
stroke in persons with PAD (table 1)."* 
Aspirin inhibits platelet aggregation by 
inhibiting the cyclo-oxygenase enzyme 
reaction within the platelet, blocking 
conversion of arachidonic acid to throm- 
boxane A,. Clopidogrel, a thienopyri 
dine derivative, inhibits platelet aggre- 
gation by inhibiting binding of adenosine 
5’-diphosphate to the platelet receptor. 
The Antithrombotic Trialists’ Col- 
laboration Group(ATCG) reported a 
meta-analysis of 26 randomized stud- 
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ies of 6,263 persons with intermittent 
claudication due to PAD.'® At follow- 
up, incidence of vascular death, non- 
fatal MI, and nonfatal stroke was 6.4% 
in patients randomized to antiplatelet 
drugs versus 7.9% in the controls, a 
significant reduction of 23% caused 
by antiplatelet therapy. The reductions 
are significant for all subgroups. 

The ATCG also reported a meta- 
analysis of 12 randomized studies of 
2,497 persons with PAD undergoing 
peripheral arterial grafting.'* At fol- 
low-up, incidence of vascular death, 
nonfatal MI , and nonfatal stroke was 
5.4% in persons randomized to an- 
tiplatelet drugs versus 6.5% in the con- 
trol group, a significant reduction of 
22% caused by antiplatelet therapy. 

ATCG reported a meta-analysis of 4 
randomized studies of 946 persons with 
PAD having peripheral angioplasty.'* 
At follow-up, incidence of vascular 
death, nonfatal MI, and nonfatal stroke 
was 2.5% in patients randomized to 
antiplatelet drugs versus 3.6% in the 
control group, a significant reduction 
of 29% caused by antiplatelet therapy.'* 

Combining the 42 randomized stud- 
ies of 9,706 persons with intermittent 
claudication, peripheral arterial graft- 
ing, or peripheral angioplasty, reveals 
incidence of vascular death, nonfatal 
MI, and nonfatal stroke at follow-up 
of 5.8% for persons randomized to an- 
tiplatelet drugs versus 7.1% for the con- 
trols, a significant relative risk reduc- 
tion of 23% for antiplatelet therapy (p 
= 0.004), with similar benefits among 
persons with intermittent claudication, 
those with peripheral arterial grafting, 
and those with peripheral angioplasty.'* 


Aspirin 

Table 2 shows the efficacy of different 
aspirin doses in reducing incidence of 
vascular death, nonfatal MI, and non- 
fatal stroke in high-risk persons.'* Since 
aspirin doses > 150 mg/d do not re- 
duce vascular death, nonfatal MI, and 
nonfatal stroke more than doses be- 
tween 75 and 150 mg/d and cause more 
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gastrointestinal bleeding than lower 
doses, this author prefers an aspirin 
dose of 81 mg/d in treating the elderly 
with atherosclerotic vascular disease. 


Clopidogrel 

In the Clopidogrel versus Aspirin in 
Patients at Risk for Ischaemic Events 
(CAPRIE) trial, 5,795 persons, mean 
age 64, with PAD were randomized to 
clopidogrel 75 mg/d and 5,797 per- 
sons, mean age 64, with PAD were ran- 
domized to aspirin, 325 mg/d.” At 1.9- 


year follow-up, annual incidence of 


vascular death, nonfatal MI, and non- 
fatal stroke was 3.7% in patients ran- 
domized to clopidogrel versus 4.9% in 
patients randomized to aspirin, a 24% 
significant relative risk reduction with 
use of clopidogrel (p = 0.0028).”° 
Based on the data, it is reasonable to 
conclude that clopidogrel is superior to 
aspirin in treatment of the elderly with 
PAD. Based on data, the author also rec- 
ommends use of clopidogrel, 75 mg/d, 
in the treatment of elderly with PAD 
(table 1). However, clopidogrel costs 
more than aspirin. The American Col- 
lege of Cardiology (ACC)/American 
Heart Association (AHA) guidelines 
recommend use of clopidogrel, 75 mg/d, 
as an effective alternative to aspirin, 75- 
325 mg/d, to reduce vascular death, MI, 
or stroke in persons with atherosclerotic 
lower extremity PAD.'? The ACC/AHA 
guidelines also state that oral anticoag- 
ulant therapy with warfarin should not 
be given to lower risk of adverse cardio- 
vascular ischemic events in those with 
atherosclerotic lower extremity PAD."” 
ACE inhibitors 
Data from the HOPE Study showed 
that ramipril, 10 mg/d, significantly 
decreased cardiovascular events in 
those with symptomatic PAD and in 
those with asymptomatic PAD.'? An- 
giotensin-converting enzyme (ACE) 
inhibitors and statins also have many 
pleiotropic effects to account for their 
vascular protective properties beyond 
their primary mode of action, exam- 
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ples of which include inhibition of 


cellular proliferation, restoration of 


endothelial activity, inhibition of 


platelet reactivity, and an antioxidant 
potential.*” ACC/AHA guidelines rec- 
ommend treating persons with PAD 
with ACE inhibitors to reduce cardio- 
vascular mortality and morbidity, un- 
less there are contraindications to use 
of these drugs (table 1).' If the pa- 
tient does not tolerate ACE inhibitors, 
then use angiotensin receptor block- 
ers (ARBs). 


Beta blockers 

Elderly persons with PAD are at in- 
creased risk for developing cardiovas- 
cular events.* Many physicians have 
been reluctant to use beta blockers in 
persons with PAD because of concerns 
that beta blockers will aggravate inter- 
mittent claudication. However, a meta- 
analysis of 11 randomized controlled 
studies showed beta blockers do not ad- 
versely affect walking capacity or symp- 
toms of intermittent claudication in per- 
sons with mild-to-moderate PAD.*! 

In an observational study of 575 men 
and women (mean age: 80) with symp- 
tomatic PAD and prior MI,”° 85 per- 
sons (15%) had contraindications to 
beta blockers. Of the 490 persons with- 
out contraindications, 257 (52%) were 
treated with beta blockers. Adverse ef- 
fects causing cessation of beta block- 
ers occurred in 31 of the 257 persons 
(12%). At 32-month follow-up, beta 


blocker use caused a 53% significant 


independent reduction in incidence of 


new coronary events in elderly persons 
with PAD and prior MI.°° 


In a vascular surgery clinic, 301 of 


364 persons (83%) with PAD and CAD 
were treated with beta blockers.** Beta 
blockers should be used to treat the eld- 
erly with PAD and prior MI or angina 
pectoris unless there are contraindica- 
tions to use of these drugs (table 1). 


Statins 
Elderly persons with PAD and hyper- 
cholesterolemia should be treated with 


statins to reduce cardiovascular mor- 
tality and morbidity and PAD progres- 
sion (table 1).'*'’ Based on data from 
the Heart Protection Study, persons 
with PAD should be treated with statins 
regardless of age, gender, or initial 
serum lipids levels.'° ACC/AHA guide- 
lines recommend treating patients with 
PAD with statins and to reduce the 
serum LDL cholesterol level to <70 
mg/dl if they are at very high risk of 
ischemic events.'? 

Three double-blind, randomized, 
placebo-controlled studies have demon- 
strated that statins improve walking per- 
formance in persons with PAD.**?° In 
a study of 69 persons (mean age: 75) 
with intermittent claudication, a mean 
ABI of 0.63, and a serum LDL choles- 
terol level > 125 mg/dl, 3 of 34 persons 
(9%) treated with simvastatin and 6 of 
35 persons (17%) treated with placebo 
died before the l-year study was com- 
pleted.** Compared with placebo, sim- 
vastatin significantly increased treadmill 
exercise time until onset of intermit- 
tent claudication by 24% at 6 months 
and by 42% at | year after therapy (both 
p <0.0001).*4 

In a study of 354 persons (mean age: 
68), with intermittent claudication and 
hypercholesterolemia, at |-year fol- 
low-up, compared with placebo, ator- 
vastatin, 80 mg/d, significantly im- 
proved pain-free treadmill walking dis- 
tance by 40% and significantly im- 
proved community-based physical ac- 
tivity.> In a study of 86 persons (mean 
age: 67), with intermittent claudica- 
tion and hypercholesterolemia, at 6- 
month follow-up, compared with 
placebo, simvastatin, 40 mg/d signif- 
icantly improved pain-free walking 
distance and total walking distance on 
a treadmill, significantly improved the 
mean ABI at rest and after exercise, 
and significantly improved symptoms 
of claudication.”° Statin use is also as- 
sociated with superior leg functioning 
independent of cholesterol levels and 
other potential confounders in patients 
with and without PAD.** 
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Treatment for walking distance 
Many drugs have been shown to be in- 
effective in improving walking distance 
in persons with intermittent claudica- 
tion.** Two drugs, pentoxifylline and 
cilostazol, have been FDA approved for 
symptomatic treatment of intermittent 
claudication. Chelation therapy should 
be avoided. Studies have demonstrated 
chelation therapy to be ineffective in 
PAD therapy. 


Cilostazol 

Cilostazol inhibits phosphodiesterase 
type 3, increasing intracellular concen- 
tration of cyclic adenosine monophos- 
phate. Cilostazol suppresses platelet 
aggregation and also acts as a direct 
arterial vasodilator. Cilostazol has been 
demonstrated in numerous trials to im- 
prove exercise capacity in persons with 
intermittent claudication*>*° and in a 
dose of 100 mg/bid, was shown to be 
superior to placebo and pentoxi- 
fylline.*° After 24 weeks of treatment, 
there was a mean percent increase of 
54% in mean maximal walking dis- 
tance in the cilostazol group, versus a 


30% mean percent increase in the pen- 
toxifylline group (p < 0.001). Cilosta- 
zol has also been shown to cause a 
small increase in the ABI.*° 


However, cilostazol should not be 
administered to the elderly with PAD 
who also have heart failure. Other con- 
traindications to use of cilostazol in- 
clude a creatinine clearance <25 
mL/min, a known predisposition to 


bleeding, or coadministration of 


CYP3A4 or CYP2C19 inhibitors (eg, 
cimetidine, diltiazem, erythromycin, 
ketoconazole, lansoprazole, omepra- 
zole, HIV-1 protease inhibitors.) 


Pentoxifylline 

Pentoxifylline is a methylxanthine deriv- 
ative that improves deformability of red 
and white cells. Many studies have found 
no consistent improvement with pen- 
toxifylline in persons with intermittent 
claudication, compared with placebo.*° 
The author’s experience is that pentox- 


ifylline causes a small effect on walk- 
ing ability in older adults with intermit- 
tent claudication, and, therefore, prefers 
to use cilostazol to treat these persons 
(table 1). The ACC/AHA guidelines rec- 
ommend using cilostazol in patients with 
lifestyle-limiting intermittent claudica- 
tion in the absence of heart failure. 

ACC/AHA guidelines also state that 
clinical effectiveness of pentoxifylline 
as therapy for intermittent claudication 
is marginal and not well established. 


Exercise rehabilitation 

Exercise rehabilitation programs have 
been demonstrated to increase walking 
distance in persons with intermittent 
claudication via improvements in pe- 
ripheral circulation, walking economy, 
and cardiopulmonary function.”’ The 
optimal exercise program for improv- 
ing claudication pain distance in per- 
sons with PAD uses intermittent walk- 
ing to near-maximal pain during a pro- 
gram of at least 6 months.”* Strength 
training is less effective than treadmill 
walking and does not augment response 
to a walking exercise program whethet 
used sequentially or concomitantly 
ACC/AHA guidelines recommend a su 
pervised exercise program for patients 


with intermittent claudication (table 1). 


Foot care 

Persons with PAD must wear properly 
fitted shoes. Careless nail clipping o1 
injury from walking barefoot must be 
avoided. Feet should be washed daily 
and skin kept moist with topical emol 
lients to prevent cracks and fissures 
which may have portals for bacterial 
infection. Fungal foot infection must be 
treated. Socks should be wool or othe 
thick fabrics, and padding or shoe in 
serts may be used to prevent pressure 
sores. When a foot wound develops, 
specialized foot gear (eg, casts, boots, 
ankle foot orthoses) may be helpful in 
unweighting the affected area. 


Angioplasty and bypass surgery 


Indications for lower extremity percu- 
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taneous transluminal angioplasty or 
bypass surgery are |) incapacitating 
claudication interfering with work or 
lifestyle, 2) limb salvage in persons 
with limb-threatening ischemia as man- 
ifested by rest pain, nonhealing ulcers, 
and/or infection or gangrene, and 3) 
vasculogenic impotence.'?*” 
Amputation 

Nonrandomized studies have demon- 
strated that immediate and long-term 
survival are higher in patients having 
revascularization rather than amputa- 
tion for limb-threatening ischemia.*! 
Amputation of lower extremities 
should be performed if tissue loss has 
progressed beyond salvage, if surgery 
is too risky, if life expectancy is very 
low, or if functional limitations dimin- 
ish the benefit of limb salvage.'” 


Conclusion 

Only one-half of elderly adults with 
PAD are symptomatic. Individuals 
with PAD are at increased risk for all- 
cause mortality, cardiovascular mor- 
tality, and mortality from CAD. Cor- 
rect implementation of medical ther- 
apy reduces excess mortality associ- 
ated with PAD, and may result in sig- 
nificant improvement in walking abil- 
ity that may obviate a need for lower- 
extremity angioplasty with stenting * 
and bypass surgery. 

Clearly, treating older persons with 
PAD is efficacious. Medical treatment 
of PAD in the older patient includes, 
as applicable, smoking cessation, as 
well as treatment of hypertension, di- 
abetes mellitus, and dyslipidemia. Drug 
therapy includes the antiplatelets, clopi- 
dogrel and aspirin, ACE inhibitors, beta 
blockers (in patients with previous MI 
or angina pectoris), statins, and cilosta- 
zol. Exercise rehabilitation is also help- 
ful, and a program of supervised exer- 
cise training for patients with intermit- 
tent claudication is recommended by 
\CC/AHA guidelines. Finally, under 
certain circumstances, revascularization 
or amputation may be required. @ 
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Greater attention to the mental health needs of older adults is critical 
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ental illness in late life is a 
serious public health concern. Aside 
from sizable emotional and social 
consequences, mental illness in late 
life leads to increased disability, 
poorer health outcomes, increased 
mortality risk, greater use of medical 
services, and reduced treatment com- 
pliance. Despite recent advances in 
mental health treatments for older 
adults (age 65 and older), less than 
one-third of older individuals with a 
mental health or substance use disor- 


der receive treatment.'? Compared 


with younger adults (age 18 to 64), 


+ 


older individuals are 3 times less 
likely to report receiving any form of 
outpatient mental health treatment.’ 
Rates of mental health 
among older adults are even lower in 
the specialty mental health care sec- 
tor." 


treatment 


When older individuals do seek treat 
ment for mental health problems, they 
present to primary care physicians 
(PCPs) who often underdetect their psy- 
chopathology and attribute depression 
and other mental health problems to 
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the Office of Mental Health Services, Department of Veterans Affairs, Washingtor 
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Care System in California, and clinical assistant professor of medicine at Stanford 


University. 
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normal aspects of aging or medical dis- 
ease.” Moreover, research examining 
physician prescribing and referral pat- 
terns has shown that when physicians do 
detect psychological problems in older 
adults, they heavily rely on pharma- 
cotherapy and are much less likely to 
refer older patients for psychotherapy, 
compared with younger patients.° PCPs 
fail to detect and treat or refer 50% of 
patients with mental health problems, 
with an even greater number of mental 
health problems going undetected and 
untreated in older patients.° 

In a recent study, physicians were 
found to assess for depression in only 
14% of older patient visits; formal de- 
pression assessment tools were used in 
only 3 out of 389 patient visits.7 Com- 
plicating detection of depression in pri- 
mary care is the fact that somatic symp- 
toms resemble symptomatology of med- 
ical illness or natural consequences of 
aging, and older patients are often un- 
likely to explicitly express a need for 
mental health treatment. Moreover, in- 
creased time constraints for PCPs can 
make detection of mental illness diffi- 
cult to achieve. 

Older adults often have limited 
knowledge of mental health and men- 
tal health services and, as a result, are 
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more likely than younger counterparts 
to rely on physicians as gatekeepers to 
the mental health care community. 
More than 80% of mental health care 
for depressed older individuals is pro- 
vided in the primary care setting. When 
older adults do receive treatment in the 
primary care or mental health specialty 
sector, pharmacotherapy and psy- 
chotherapy often are below recom- 
mended guidelines.”* 

A review of health services research 
on quality improvement for depression 
in primary care concluded that “the 
outcome of major depression in the 
usual care of primary care is typically 
poor; this is particularly true of late life 
depression.” Limited attention to men- 
tal illness in geriatric primary care has 
led some to call for a transformation 
in the primary care model.'° 


Effectiveness of treatments 
Evidence indicates older adults tend 
to respond as well as younger adults 
to psychotherapy and psychophar- 
macotherapy, though treatment often 
takes longer with older adults. 
Approximately 60% to 
depressed older adults recover from 
depression with treatment.'! 

Supported psychological interven- 
tions with older adults include cogni- 
tive-behavioral, interpersonal, and 
problem-solving therapies. When con- 
sidering psychopharmacological treat- 
ments with older patients, careful atten- 
tion to age-related changes in phara- 
macokinetics and dynamics of psy- 
chotropic agents is essential. Psy- 
chopharmacological and psychological 
interventions for late-life depression 
have been found to have similar effi- 
cacy.'* Studies have shown an addi- 
tive, non-duplicative benefit of com- 
bined treatment (pharmacotherapy + 
psychotherapy): patients, particularly 
more severely distressed patients, im- 
prove more from a combination of psy- 
chotherapy and pharmacotherapy than 
with medication alone. 

Practice guidelines recommend 


www.geri.com 


80% of 


combined treatment with more serious 
cases (eg, moderate to severe major de- 
pression) and when there is an identi- 
fiable psychosocial stressor.'* Psy- 
chotherapy also often improves adher- 
ence to medication treatment and re- 
duces premature termination. 


appear to have 
more acceptance 


Recent national subjective outcome 
data indicate that older adulis who re- 
ceive mental health treatment typically 
report experiencing considerable ben- 
efit from the treatment, as much or 
greater than that reported by all other 
age groups.” Recent research has also 
shown greater acceptance of mental 


health treatment among cohorts of 


older adults.'* 


Depression has been studied most 


extensively, and evidence is growing 
for psychological treatments of other 
mental health problems, including anx- 


iety disorders and mental health con- 
ditions and problem behaviors in de- 
mentia patients (eg, agitation, disrup- 
tion, wandering).'° This growing area 
of research has even greater signifi- 
cance because of recent widespread 
debate about whether psychotropic 
medications are effective or appropri- 
ate for managing neuropsychiatric 
symptoms associated with dementia. 
A recent JAMA review article con- 
cluded that “Pharmacological thera- 
pies are not particularly effective for 
management of neuropsychiatric 
symptoms of dementia.”'® 

Important safety concerns have been 
raised about use of atypical antipsy- 
chotic medications to treat neuropsy- 
chiatric symptoms of dementia. Last 
year, the FDA issued a public health 
advisory urging drug manufacturers to 
add warning labels to atypical antipsy- 
chotics due to an increased risk of mor- 
tality associated with use in dementia 
patients. A subsequent meta-analysis 
published in JAMA yielded similar re- 
sults.'’ There is aiso evidence of in- 
creased risk of mortality among older 
adults treated with conventional an- 
tipsychotics. Exercise caution before 
prescribing antipsychotics to treat neu- 
ropsychiatric symptoms of dementia, 
especially to patients without comor- 
bid psychosis. Physicians should give 
careful consideration to the risks and 
benefits and available alternative (eg, 
psychosocial) interventions. 

Evidence is growing about the pos- 
itive effects of psychological interven- 
tions on health-related behaviors and 
cognitive functioning in late life. For 
example, cognitive-behavioral therapy 
has been found to be superior to zopi- 
clone for short and long-term manage- 
ment of insomnia in older adults.'* In 
addition, cognitive retraining interven- 
tions often improve memory and other 
cognitive abilities in older adults.'° 


Consequences of late-life 
mental illness 


Untreated mental illness in older 
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Table 1 Depression screening measures for older adults 


No. 
items Time Cutoff 
Geriatric Depression Scale-SF (GDS-SF)*' 
15 <5 min 5 GDS-5 
(see below) 


GDS-LF 
(30 items) 


Geriatric Depression Scale-5 (GDS-5)** 
5 <2 min 2 GDS-SF 
(see above) 


GDS-LF 
(30 items) 


Patient Health Questionnaire-9 (PHQ-9)“ 
9 <5 min 10 PHQ-2 
(see below) 


Patient Health Questionnaire-2 (PHQ-2)* 


2 <2 min 1 PHQ-9 
(see above) 


Beck Depression Inventory-PC (BDI-PC)* 
7 <5 min 4 BDI-I1*7 
(21 items) 


General Health Questionnaire-12 (GHQ-12}* 
12 <5 min 3/4 


Other forms 


Comments 


Developed specifically for older adults and exten- 
sively studied (mainly outside of PC); exclude content 
assessing physical symptoms to avoid somatic bias; 
may be preferred with very frail patients; available in 
multiple languages 


Screener recently created from GDS-SF shown to 
perform well in limited research; a two-tiered 
approach has been suggested involving 
administration of the GDS-15 when cutoff 

is reached on GDS-5*8 


The newest of the depression screening measures 
developed specifically for PC; established ability to 
detect changes over time and therefore a good 
choice for monitoring treatment response; little 
research on use with older adults; operationalizes 
DSM-IV criteria, offering utility for diagnostic decisions 


May be used as general initial screen (verbally or 
written) in busy clinics; follow-up positive response 
with PHQ-9 or other measure or Clinical interview; 
little research on use with older adults; we do not 
recommend its use as sole choice with older 
patients, particularly those with multiple risk factors 
and more reserved patients 


Modified PC version of the well established BDI-II; 
less well studied with older PC patients, though 
available data indicate utility; not best choice for 
patients with physical morbidity 


Validated in different ethnic groups, available in 
multiple languages; specificity somewhat limited in 
older PC patients 


Center for Epidemiologic Studies-Depression Scale-10 (CES-D-10)* 


10 <5 min 4 CES-D-20°° 


(20 items) 


Source: Created for Geriatrics by BE Karlin, PhD, and JD Fuller, MD, basec 
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Shown to reliably assess for depressive symptoms 
but has not been validated against clinical diagno- 
sis; greater empirical evidence for the original 
CES-D-20, which is available in multiple languages 
and validated for use with older ethnic minority 
groups; used primarily in research settings 
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adults is associated with premature 
mortality to medical causes (due to 
new onset of medical conditions and 
exacerbation of existing illness) and 
suicide.””?! In a recent prospective 
study, the risk of developing any 
first cardiac event was twice as high 
for depressed than for nondepressed 
older adults (3 times as high for an 
ischemic event).?? Several studies 
have also identified depression as an 
independent and major risk factor 
for death following MI.*° In fact, 
depression has been found to be as 
much a risk factor for death as car- 
diovascular 


and diabetes 


among older primary care patients.”4 


disease 


Furthermore, as many as 75% of 


older adults committing suicide 
have diagnosable 
Compared with younger patients, 


depression.~ 


older adults who commit suicide are 
less likely to have received mental 
health specialty care and more like- 
ly to have seen a primary care 
provider shortly before committing 
suicide than are younger patients. 
In fact, up to 75% of older adults 
who completed suicide visited their 
primary care physician within a 
month of their suicide.”' Yet a recent 
trial has shown that intervening in 
depression in elderly primary care 
patients significantly reduces the 
risk of suicide.”° 

Untreated mental illness in older 
adults is also associated with increased 
disability and dependence. Depression 
accelerates disability in dementia pa- 
tients and leads to earlier nursing home 
placement.”’ In older adults with arthri- 
tis, treatment for depression has been 
found to decrease pain, improve func- 
tional status, and enhance quality of life.” 

Untreated mental illness in older 
adults is also associated with substan- 
tial increase in medical service use, 
even after controlling for severity of 
chronic medical illness. Depressed 
older patients use a substantially greater 
number of medical services and have 
significantly higher health care costs 
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Table 2 Risk factors for late-life depression 


Medical/physical 
> Poor self-rated health 


> Multiple comorbid physical illnesses 


> Recent onset or worsening of medical illness 


> Functional impairment 
> Chronic pain 


Psychological 


> History of depression or other mental illness 


> Limited interest in activities 
> Sleep disturbance 


Social 


> Social isolation (especially if change from past) 
> Withdrawal from friends or social activities 


> Death of spouse or close loved one 
> Widowed, divorced, or separated 


Source: Created for Ger 


atrics by BE Karlin, PhD, and JD Fuller, MD 


Table 3 SIGECAPS: Mnemonic for assessing for 
diagnostic criteria of depression 


> Sleep disturbance (T or 1) 


> Interest in previously enjoyable activities decreased 


> Guilt, self blame, or worthlessness 
> Energy diminished 
> Concentration difficulties 


> Appetite disturbance (T or J) 


> Psychomotor agitation or retardation (observable by others) 


> Suicidal ideation 


Major depressive disorder (MDD) = depressed mood or interest + 4 


SIGECAPS for 2 or more weeks 


Dysthymic disorder (DD) = depressed mood or interest + 3 SIGECAPS most 


days for 2 or more years 


Depressive disorder NOS = fewer than the 5 items required for MDD for 2 or 
more weeks and does not meet criteria for DD 


Source: Created for Geriatr by BE Karlin 


references 22, 24 


) 


than non-depressed older adults.” 
Mental illness in older adults also sig- 
nificantly increases risk of hospitaliza- 
tion by as much as 300%, and has been 
shown to increase patient use of nurs- 
ing home staff time and costs.“ 
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PhD, and JD Fuller, MD, based on inf 


Primary care screening, 
treatment, and referral 
Improving detection of mental health 
problems in older patients can be 
achieved through use of efficient 


screening tools. Several depression 
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Table 4 Current practice guidelines for depression 


Veterans Health Administration/Department of Defense** 

Excellent set of guidelines for depression detection, treatment, and follow-up 
available for both primary care and specialty mental health care providers; 
includes interactive algorithms for different phases and useful pocket card; 
medication guidelines include specific prescribing guidelines for elderly 


patients 


U.S. Preventive Services Task Force*! 


Provides good, concise review of the evidence for depression screening and 
treatment. The USPSTF is sponsored by the Agency for Healthcare Research 
and Quality and is the nation’s leading independent panel of experts in 
primary care and prevention that systematically reviews the evidence of 
effectiveness and develops recommendations for clinical preventive services 


Institute for Clinical Systems Improvement™ 
Thorough guidelines for assessment, treatment, and follow-up of depression in 


primary care; includes algorithms 


Agency for Health Care Policy and Research Practice® 
Reviews recent evidence for pharmacological and psychological treatment of 
depression in primary care; provides general, concise information to guide 


treatment in primary care 


National Institutes of Health (NIH) 


Reviews the onset, course, treatment (psychotherapy and pharmacotherapy) 
and public health and related consequences of late life depression; developed 
by multidisciplinary team of NIH staff and experts 


American Psychiatric Association*®’ 


Very detailed and informative set of guidelines for treatment of major 
depressive disorder in adults developed by psychiatrists; includes treatment 
considerations for older patients; provides among the most detailed 
information of existing guidelines; good desk reference 


Expert Consensus Guidelines Series"* 
Detailed prescribing guidelines established by geriatric psychiatrists; available 


for purchase only 


Source: Created for Geriatrics dy BE Karlir 


screening measures perform well from 
a psychometric and practical stand- 
point with older adults in primary care 


practice. Most depression screening 


measures are easily self-administered 
and can be completed in minutes in the 
waiting room. The U.S. Preventive 
Services Task Force currently recom- 
mends screening for depression in 
older and younger primary care 
patients. The benefit and feasibility of 
screening for depression in primary 


care has also prompted Medicare to 
include depression screening in the 
new preventive “Welcome _ to 
Medicare” exam for new beneficiaries 
In November 2005, Aetna became the 
first insurance 


national program to 


increase reimbursement to primary 
care providers who actively screen for 
depression. 

Table | compares depression screen 
ing measures that can be used with older 


primary care patients. Selection should 
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be based on characteristics of the set- 
ting and the patient population. The 
screening measures include abbrevi- 
ated versions of the Geriatric Depres- 
sion Scale (GDS), the Patient Health 
Questionnaire (PHQ), the Beck De- 
pression Inventory (BDI), the General 
Health Questionnaire (GHQ), and the 
Center for Epidemiologic Studies De- 
pression Scale (CES-D). Especially 
busy clinics may prefer starting with 
brief screening measures (eg, PHQ-2: 
GDS-5), particularly with more healthy, 
active patients. A positive screen may 
be followed by administration of a more 
detailed screening tool (eg, PHQ-9, 
GDS-SF) or clinical interview. 

When practically feasible, more de- 
tailed screening measures are recom- 
mended with older (65+) patients, par- 
ticularly those with multiple risk factors 
or warning signs for depression (table 
2).°' Screening tools with similar cut- 
off scores across age groups (eg, PHQ) 
may be preferred in settings with a mix 
of older and younger patients. Clinics 
serving many older minority patients 
may use screening measures validated 
with different ethnic groups and avail- 
able in multiple languages (eg, GDS, 
GHQ, CES-D).*! 
no item content covering physical 
symptoms (eg, GDS; CES-D) may be 


most appropriate with very physically 


Scales with little or 


ill or disabled older patients. Exercise 
caution before using depression screen- 
ing measures with cognitively-impaired 
patients because validity of screening 
measures is often limited with cogni- 
tively-impaired older adults. 

Other measures exist for detecting 
depression in such patients, such as the 
clinician-administered Cornell Scale 
for Depression in Dementia’ and Co- 
lumbia Scale for Psychopathology in 
\lzheimer’s Disease,** which are ad- 
ministered to caregivers. 

If initial screening for depressive 
symptoms Is positive or suggestive of 
a possible depressive disorder, a clini- 
cal interview to assess for DSM-IV cri- 


teria for depressive disorders is appro- 
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SIGECAPS is a_ useful 
mnemonic for conducting the clinical 
interview (table 3). Re-administration 


priate. 


of screening measures should be con- 
ducted at subsequent treatment visits. 
Among other warning signs, poor self- 
rated health status is a significant pre- 
dictor of psychological distress in older 
and younger adults. This may be as- 
sessed with the question: “Overall, how 
would you rate your current health? 
Excellent, good, fair, or poor?” Knowl- 
edge of a patient’s view of their health 
can provide insight into their psycho- 
logical state and highlight particular 
cases (eg, responses of “fair” or “poor’) 
where further screening or assessment 
may be warranted. 

Because anxiety in older adults has 
been far less studied than depression, 
assessment instruments for anxiety in 
older adults are lacking, as are clinical 
guidelines for anxiety screening in older 
patients. The PHQ includes questions 
to assess for anxiety in primary care pa- 
tients. The most common anxiety screen- 
ing measure in mental health practice is 
the Beck Anxiety Inventory (BAI). 

A primary care version of the BAI, 
the BAI-PC, was found to perform well 
in a small group of mixed-age primary 
care patients; however, neither version 
has been empirically examined specif- 
ically with older primary care patients. 
Recently, a brief 7-item screening tool 
for assessing generalized anxiety disor- 
der (GAD) was developed. The measure 
was found to be a valid and efficient 
method for screening for GAD in a 
mixed age sample.” 

Even when depression and other 
mental health problems are recognized 
in older patients, there is often a fail- 
ure to treat with medications or refer 
for specialized treatment.*° Limited 
dissemination of practice guidelines 
(table 4) for treating depression in 
older patients has contributed to this 


problem, as has lack of awareness of 


specialized treatments and referral 
sources (table 5). 
The next generation of treatment for 


www.geri.com 


Table 5 Geriatric mental health specialist referral resources 


Geropsychologists 


National Register of Health Service Providers in Psychology 
https://www.nationalregister.com/osd/referral.php3 


(select “Older Adults” in Search Criteria) 


American Psychological Association (Find a Psychologist—all age groups) 


http:/ocator.apahelpcenter.org/ 


Geriatric psychiatrists 
Geriatric Mental Health Foundation 


http://www.gmhfonline.org/gmhf/find.asp 


Mental health services locator 


Substance Abuse and Mental Health Services Adminisiration (all age groups) 
http://www.mentalhealth.samhsa.gov/databases/default.asp 


anton 


irce: Created for Geriatrics by Karlin, PhD 


depression in primary care are newly- 
developed collaborative care models 
in which a mental health specialist 
works in tandem with the primary care 
provider in the same clinic and pro- 
vides consultation, psychoeducation, 
and, often, brief psychological treat- 
ment. Brief forms of psychotherapy, 
including problem solving therapy 


in older 
adults is lacking 


(PST—PC) and interpersonal therapy 
(IPT—PC), have been adapted for use 
in collaborative primary care pro- 
grams.*' Collaborative care models re- 
duce physical and psychological bar- 
riers to mental health treatment, in- 
cluding enhancing the legitimacy and 
recognition of mental health issues and 


d JD Fuller, MD 


interventions among patients and pro- 
fessionals. Results from the recent Im- 
proving Mood-Promoting Access to 
Collaborative Treatment for Late-Life 
Depression (IMPACT) trial, which ex- 
amined the effectiveness of such a co- 
ordinated care approach, found that co- 
ordinated care significantly increased 
treatment rates and doubled the effec- 
tiveness of usual care for depression 
among older primary care patients.” 
Information about the IMPACT model, 
including a toolkit and additional re- 
sources for incorporating the model 
into practice settings, can be accessed 
at: http://impact-uw.org/. Moreover, 
collaborative care for depression has 
been found to result in more sustained 
symptom improvement, and has been 
shown to be superior to consult-liai- 


x 


son models of care.”> Relative to en- 
hanced specialty referral models, in- 
tegrated care approaches to depression 
in primary care have led to higher rates 
of treatment and greater treatment sat- 


39.40 


isfaction among older adults.-”*" Thus 
far, mental health screening and man- 
agement approaches in primary care 
have focused almost exclusively on de- 
pression. It is important that future ini- 
tiatives and research include screen- 
ing and treatment for other forms of 
mental illness often undetected in older 
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adults, such as anxiety and substance 
use disorders. 


Conclusion 

In short, greater attention to mental 
health problems among older adults 
in primary care is critically needed, 
especially given the role we now 
know that mental health problems 
has on physical health, service use, 
and longevity. Enhanced detection 
and treatment of mental health con- 
ditions in older primary care patients, 
including greater awareness of and 
referral to specialty mental health 
resources, can make substantial 
inroads to reducing enduring and 
substantial unmet mental health 
needs in late life and provide for 
more efficient and effective medical 
care and clinical outcomes. © 
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ROOM 
Medicare Matters 


Outdated charts can lead to billing complications, 
jeopardized patient care 


Don Self 


Q. claim that is unsupported by documentation is equally 
How would you approach a fellow physician who does not keep his_—_jiable if fraud charges are filed. 

charts current? A colleague in my practice has charts scattered 
throughout his office. The charts date back to June 2006. I’m not 
sure why they are so behind, but he will not do anything to make 
them current. What would you recommend? 


His tardiness in keeping his charts current can defi- 
nitely impact you and the rest of the practice, as well as 
his ability to practice. 

Q. 

A. An older woman comes to my office to discuss a possible surgery. 

If you and your office manager have not yet discussed This patient says an orthopedic surgeon advised her that she needs a 
this, I suggest you sit down with the doctor and find out knee replacement. Since | am her internist, she wanted my advice. 
why there is such a delay on the charts. We discuss her options for 30 minutes. Would you code this as a 

Because you did not elaborate, I do not know whether office visit with a modifier 52, since an exam was not performed? 
the charting delay is a time scheduling problem (he is A. 
scheduled to see too many patients), a procrastination issue 
or even a process issue (some physicians still mistakenly 
use a blank template and write SOAP on the side (a form 
of recording progress notes) and then fill in the documen- 
tation—despite the fact this does not meet the numerous 
CMS guidelines). It also may be possible that your doctor 
is not clear as to what has to be documented for each level 
of service or may wrongly assume that more documenta- 
tion is needed than is required. 


No modifier is needed. If you spent more than half of the 
30 minutes on counseling and/or coordination of care, 
you do not have to have an exam. Since you did not 
mention that the visit was requested by another health 
care professional, you cannot charge a consult, but you 
can definitely charge an office visit. Use the time shown 
in the CPT codebook to determine the level of office 
visit. Since you spent 30 minutes with the patient, you 
met or exceeded the 25-minute minimum for a 99214. @ 

Point out the danger to his patients if the patient 
returns when the doctor is not there and another doctor 
has to treat the patient with only partial information. If 
your doctor puts patient care first, your discussion 
should have an impact. If the problem is timing or 
scheduling, then you need to make adjustments to how 
your staff is scheduling patients for this doctor. If the 
problem is the type of documentation, then you may 
want to look at simplifying the doctor’s progress note by 
either using a template, electronic medical record, dicta- 
tion, or some other method. If he believes that he’s _— Don Self, an expert ix Sheuicare coming, Nas 

. ‘ been educating health professionals for 17 

required to document a full page to support a level 3, 4 ws : years. Send Medicare-releted questions to 
or 5 visit, then you may wish to review some of the cod- [ay Don Self c/o Geriatrics, 7500 Old Oak 
ing techniques listed at http://www.donself.com. oS ray Bivd., Cleveland, OH 44130 (e-mail don- 


his Anton ta eileaty estes as h h: self@donself.com). All questions will be 
iS delay 1s strictly procrastination, then note that answered; some will be published. No fee 


you are not allowed to bill Medicare or Medicaid (or , is charged for single questions; a consult 
most carriers) until the documentation is completed, sup- fee may be charged for multiple questions. 
porting the services being billed. Threaten to withhold snncanrnth ected ere eects od 

=| eR Ss peter on the web at: http://www.donself.com. The information in this 
billing until the paperwork is done. This is federal law 


: ; ; : ies column is designed to be authoritative. The publisher is not 
and each person in the practice associated with filing a engaged in rendering medical or legal advice. 
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® 
LIPITOR® (Atorvastatin Calcium) Tablets 
Brief Summary of Prescribing Information 


CONTRAINDICATIONS: Active liver disease or unexplained persistent elevations of serum transaminases 
Hypersensitivity to any component of this medication. Pregnancy and Lactation — Atherosclerosis is a chronic 
proc and discontinuation of lipid-lowering drugs during pregnancy should have little impact on the outcome of 
long-term therapy of primary hypercholesterolemia. Cholesterol and other products of cholesterol bic ysynthesis are 
essential components for fetal development (including synthesis of steroids and cell membranes). Since HMG-CoA 
reductase inhibitors decrease cholesterol synthesis and possibly the synthesis of other biologically active 
substances derived from cholesterol, they may cause fetal harm when administered to pregnant women 

Therefore, HMG-CoA reductase inhibitors are contraindicated during pregnancy and in nursing mothers 
ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF CHILDBEARING AGE ONLY WHEN SUCH PATIENTS 
ARE HIGHLY UNLIKELY TO CONCEIVE AND HAVE BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient 
becomes pregnant while taking this drug, therapy should be discontinued and the patient appris 
hazard to the fetus. 


WARNINGS: Liver Dysfunction — HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have 
been associated with biochemical abnormalities of liver function. Persistent elevations (>3 times the upper limit of 
normal [ULN] occurring on 2 or more occasions) in serum transaminases occurred in 0.7% of patients who 
received atorvastatin in clinical trials. The incidence of these abnormalities was 0.2%, 0.2%, 0.6%, and 2.3% for 
10, 20, 40, and 80 mg, respectively. One patient in clinical trials developed jaundice. Increases in liver function tests 
(LFT) in other patients were not associated with jaundice or other clinical signs or symptoms. Upon dose reduction 
drug interruption or discontinuation, transaminase levels returned to or near pretreatment levels without sequelae 
Eighteen of 30 patients with persistent LFT elevations continued treatment with a reduced dose of atorvastatin. It is 
recommended that liver function tests be performed prior to and at 12 weeks following both the initiation of 
therapy and any elevation of dose, and y (eg, y) thereafter. Liver enzyme changes generally 
occur in the first 3 months of treatment with atorvastatin Patients who develop increased transaminase levels 
should be monitored until the abnormalities resolve. Should an increase in ALT or AST of >3 times ULN persist 
reduction of dose or withdrawal of atorvastatin is recommended. Atorvastatin should be used with caution in 
patients who consume substantial quantities of alcohol and nave a history of liver disease. Active liver disease 
or unexplained persistent transaminase elevations are contraindications to the use of atorvastatin (see 
CONTRAINDICATIONS). Skeletal Muscle — Rare cases of rhabdomyolysis with acute renal failure secondary to 
myoglobinuria have been reported with atorvastatin and with other drugs in this class. Uncomplicated myalgia 
has been reported in atorvastatin-treated patients (see ADVERSE REACTIONS). Myopathy, defined as muscle 
aches or muscle weakness in conjunction with increases in creatine phosphokinase (CPK) values >10 times ULN 
should be considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked 
elevation of CPK. Patients should be advised to report promptly unexplained muscle pain, tenderness or weakness. 
particularly if accompanied by malaise or fever. Atorvastatin therapy should be discontinued if markedly elevated 
CPK levels occur or myopathy is diagnosed or suspected. The risk of myopathy during treatment with drugs in this 
ass is increased with concurrent administration of cyclosporine, fibric acid derivatives, erythromycin, niacir 
azole antifungals. Physicians considering combined therapy with atorvastatin and fibric acid derivatives 
erythromycin, immunosuppressive drugs, azole antifungals, or lipid-lowering doses of niacin should carefully 
weigh the potential benefits and risks and should carefully monitor patients for any signs or symptoms of mu: 
pain, tenderness, or weakness, particularly during the initial months of therapy and during any periods of 
dosage titration of either drug. Periodic creatine phosphokinase (CPK) determinations may be considered in su 
situations, but there is no assurance that such monitoring w 
Atorvastatin therapy should be temp ly withheld or di din any = with an acute, serious 
Condition suggestive of a myopathy or having a risk factor pred’ 9 lop of renal failure 
secondary to rhabdomyolysis (eg, severe acute infection, hypotension, major occ trauma, severe metabolic, 
endocrine and electrolyte disorders, and uncontrolled seizures) 


PRECAUTIONS: General — Before instituting therapy with atorvastatin, an 
hypercholesterolemia with appropriate diet, exercise, and weight reduct in obese patients, and to treat other 
inderlying medical problems (see INDICATIONS AND USAGE ir prescribing information). Information for 
Patients — Patients should be advised to report promptly unexplained muscle pain, tenderness, or weaknes: 
particularly if accompanied by malaise or fever. Drug Interactions — The risk of myopathy during treatment witt 
drugs of this class is increased with concurrent administration of cyclosporine, fibric acid derivatives, niacin 
nicotinic acid), erythromycin, azole antifungals (see WARNINGS, Skeleta/ Muscie). Antacid: When atorvastatir 
Maalox® TC suspension were coadministered, plasma concentrations of 
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However, LDL-C reduction was not altered. Antipyrine: Because atorvastatin does not affect the 
pharmacokinetics of antipyrine, interactions with other drugs metabolized via the same cytochrome isozymes are 
vot expected Colestipol: Plasma concentrations of atorvastatin decreased approximately 25% when colestipc 
atorvastatin were coadministered. However, LDL-C reduction was greater when atorvastatin and colestipol were 
administered than when either drug was given alone. Cimetidine: Atorvastatir plasma concentrations and LDL-C 
reduction were not altered by coadministration of cimetidine. Digoxin: When multiple doses of atorvastatin and 
digoxin were coadministered, steady-state plasma digoxin concentrations increased by approximately 20 
Patients taking digoxin should be monitored appropriately Erythromycin: In healthy individuals, plasma 
Nncentrations of atorvastatin increased approximately 40 oadministration of atorvastatin and ery 
vn inhibitor of cytochrome P450 3A4 (see WAR NINC 3S Ske etal Muscle). Oral Contraceptives. 
Jadministration of atorvastatin and an oral contraceptive increased 4 AUC values for norethindrone and ethiny 
mer ately 30% and 20%. These increases should be considered when selecting an ora 
a woman taking atorvastatin. Warfarin. Ate rvastatin had no clinically significant effect or 
time when administered to patients receiving onic warfarin treatment. Endocrine Function 
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after chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day 
Joses were 6 to 11 times (mouse) and 8 to 16 times (rat) the human AUC (0-24) based on the maximum 
recommended human dose of 80 mg/day. CNS vascular lesions, characterized by perivascular hemorrhages 
edema, and mononuclear cell infiltration of perivascular spaces, have been observed in dogs treated with other 
members of this class. A chemically similar drug in this class produced optic nerve degeneration (Wallerian 
degeneration of retinogeniculate fibers) in clinically normal dogs in a dose-dependent fashion at a dose tha 

r ed plasma drug levels about 30 ti Imes higher than the mean drug level in humans taking the highest 

| of Fertility — In a 2-year carcinogenicity st 

rats at dose levels of 10, 30, and meet kg/day, 2 rare tumors were found in muscle in high-dose females: in one 
there was a rhabdomyosarcoma and, in another, there was a fibrosarcoma. This dose represents a plasma AUC 
0-24) value of approximately 16 times the mean human plasma drug exposure after an 80 mg oral dose. A 2-yea 

arcinogenicity study in mice given 100, 200, or 400 mg/kg/day resulted in a significant increase in liver adenomas 
1 high-dose males and liver carcinomas in high-dose females. These findings occurred at plasma AUC (0-24 
values of approximately 6 times the mean human plasma drug exposure after an 80 mg oral dose. /n vitro, 
atorvastatin was not mutagenic or clastogenic in the following tests with and without metabolic activation: the 
Ames test with Sa/monella typhimurium and Escherichia coli, the HGPRT forward mutation assay in Chinese 
hamster lung cells, and the chromosomal aberration assay in Chinese hamster lung cells. Atorvastatin was 
negative in the in vivo mouse micronucleus test. Studies in rats performed at doses up to 175 mg/kg (15 times the 
human exposure) produced no changes in fertility. There was aplasia and aspermia in the epididymis of 2 of 10 
rats treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis 
weights were significantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male rats 
given 100 mg/kg/day for 11 weeks prior to mating had decreased sperm motility, spermatid head concentration, and 
ncreased abnormal sperm. Atorvastatin caused no adverse effects on semen parameters, or reproductive organ 
histopathology in dogs given doses of 10, 40, or 120 mg/kg for two years. Pregnancy — Pregnancy X See 
CONTRAINDICATIONS. Safety in pregnant women has not been established. Atorvastatin crosses the rat placenta 
and reaches a level in fetal liver equivalent to that of maternal plasma. Atorvastatin was not teratogenic in rats at 
doses up to 300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of about 30 
times (rat) or 20 times (rabbit) the human exposure based on surface area (mg/m’). In a study in rats given 20, 100, or 
225 mg/kg/day, from gestation day 7 through to lactation day 21 (weaning), there was decreased pup survival at birth 
neonate, weaning, and maturity in pups of mothers dosed with 225 mg/kg/day. Body weight was decreased on days 
4 and 21 in pups of mothers dosed at 100 mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and 
91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100 mg/kg/day and acoustic startle at 
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ore than powerful reductions in LDL-C 
Powerful reductions in events 


Proof that LIPITOR helps both 
» modgerate-risk* and high-risk"* patients 


Nonfatal MI Stroke 


45" 48%" 


felative risk relative risk 
luction seen in reduction seen in 
CARDS” 






*ASCOT-LLA assessed the effect of LIPITOR 10 mg vs 
placebo on fatal and nonfatal CHD in 10,305 treated 
hypertensive patients without previous MI and with TC 
$251 mg/GL. All patients had >3 CV risk factors such as 
age 255 years, smoking, low HDL-C, or family history 
of CHD. The primary end point demonstrated a 36% relativé 
risk reduction of nonfatal MI and fatal CHD (P=.0005).? 


‘CARDS included 2838 patients aged 40 to 75 years with 
type 2 diabetes, LDL-C <160 mg/dL, TG <600 mg/L, and 
no history of CHD, stroke, or other major CV events; and 
a documented history of >1 additional risk factor including 
fetinopathy, albuminuria, hypertension, or current smoking 

Patients were randomized to either LIPITOR 10 mg (n=1428) 
j oF placebo (n=1410). The primary end point demonstrated a 
37% relative risk reduction of major CV events (P=.001) 


* Patients in CARDS had type 2 diabetes; Which is considered 
a CHD risk equivalent according to the NCEP ATP Il! guidelines.‘ 


Aarersror.. 


zor vastatin Calcium 


RESULTS TO TRUST. 
BENEFITS TO LOVE. O 


LIPITOR is indicated to reduce the risk of myocardial infarction, revascularization procedures, angina, and stroke in adult patients with multiple risk factors 
but without clinically evident CHD; to reduce the risk of myocardial infarction’ and stroke in patients with type 2 diabetes and without clinically evident CHD, 
but with multiple risk factors; as an adjunct to diet to reduce elevated total-C, LDL-C, apo B, and TG levels; and to increase HDL-C in patients with primary 
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed dyslipidemia. J 


LIPITOR is contraindicated in patients with active liver disease or unexplained persistent elevations of serum transaminases; in women who are or may 
become pregnant or who are nursing; in patients with hypersensitivity to any component of this medication. 


Rare cases of rhabdomyolysis have been reported with LIPITOR and other statins. With any statin, tell patients to promptly report muscle pain, tenderness, 


or weakness. Discontinue drug if myopathy is suspected, if creatine phosphokinase (CPK) levels rise markedly, or if the patient has risk factors 
for rhabdomyolysis. 


Due to increased risk of myopathy seen with LIPITOR and other statins, physicians should carefully consider combined therapy with fibric acid derivatives, 


erythromycin, immunosuppressive drugs, azole antifungals, or niacin and carefully monitor patients for signs or symptoms of myopathy early during therapy 
and when titrating dose of either drug. 


It is recommended that liver function tests be performed prior to and 12 weeks following both the initiation of therapy and any elevation of dose, and 
periodically thereafter. If ALT or AST values >3 x ULN persist, dose reduction or withdrawal is recommended.. 


In clinical trials, the most common adverse events were constipation, flatulence, dyspepsia, and abdominal pain. 


‘References: 1. Data on file. Pfizer Inc, New York, NY. 2. Sever PS, Dahidf-B, Poulter NR, et al, for the ASCOT investigators. Prevention of coronary and stroke events with atorvastatin in hypertensive patients who have 
average or lower-than-average cholesterol concentrations, in the Anglo-Scandinavian Cardiac Outcomes Trial—Lipid Lowering Arm (ASCOT-LLA): a multicentre randomised controlled trial. Lancet. 2003:361:1149-1158 
3. Colhoun HM, Betteridge DJ, Durrington PN, et al, on behalf of the CARDS Investigators. ‘Primary prevention of cardiovascular disease with atorvastatin in type 2 diabetes in the Collaborative Atorvastatin Diabetes Study 
(CARDS): multicentre randomised placebo-controlled trial. Lancet. 2004;364:685-696. 4, Grundy SM, Cleeman Ji, Bairey Merz CN, et al, for the Coordinating Committee of the National Cholesterol Education Program 
Implications of recent clinical trials for the National Cholesterol Education Program Adult Treatment Pane! Ii! guidelines. Circulation. 2004;110:227-239. 


Please see brief summary of prescribing information on adjacent page. www.LiPITORhcp.com 




















